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SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE 

SAME 

FIELD OF THE INVENTION 
The present invention relates generally to the identification and isolation of novel DNA and to the 
5 recombinant production of novel polypeptides. 

BACKGROUND OF THE INVENTION 
Extracellular proteins play imponant roles in, among other things, the formation, differentiation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 

10 differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 

15 action in the extracellular environment. 

Secreted proteins have various industrial applications, including as pharmaceuticals, diagnostics, 
biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, 
interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. 
Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. Effons 

20 are being undertaken by both industry and academia to identify new, native secreted proteins. Many effons are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for 
example, Klein et al., Proc. Natl. Acad. Sci. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

Membrane-bound proteins and receptors can play important roles in, among other things, the formation, 

25 differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g. , proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in mm, received and interpreted by diverse cell receptors or membrane-bound proteins. 

30 Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in pan by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes diat catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
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nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interactions. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 
5 Efforts are being undertaken by both industry and academia to identify new, native receptor or 

membrane-bound proteins. Many efforts are focused on the screening of mammalian recombinant DN A libraries 
to identify the coding sequences for novel receptor or membrane-boimd proteins. 

SUMMARY OF THE INVENTION 

10 In one embodiment, the invention provides an isolated nucleic acid molecule comprising a nucleotide 

sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively 
at least about S2% nucleic acid sequence identity, alternatively at least about 83 % nucleic acid sequence identity, 

15 alternatively at least about 84% nucleic acid sequence identity, alternatively at least about 85% nucleic acid 
sequence identity, alternatively at least about 86% nucleic acid sequence identity, alternatively at least about 87% 
nucleic acid sequence identity, alternatively at least about 88% nucleic acid sequence identity, alternatively at 
least about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity, 
alternatively at least about 91 % nucleic acid sequence identity, alternatively at least about 92% nucleic acid 

20 sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94 % 
nucleic acid sequence identity, alternatively at least about 95% nucleic acid sequence identity, alternatively at 
least about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity, 
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid 
sequence identity to (a) a DNA molecule encoding a PRO polypeptide having a full-length amino acid sequence 

25 as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other 
specifically defined fragment of the full-length amino acid sequence as disclosed herein, or (b) the complement 
of the DNA molecule of (a). 

In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 

30 80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively 
at least about 82% nucleic acid sequence identity, alternatively at least about 83% nucleic acid sequence identity, 
alternatively at least about 84% nucleic acid sequence identity, alternatively at least about 85% nucleic acid 
sequence identity, alternatively at least about 86% nucleic acid sequence identity, alternatively at least about 87% 
nucleic acid sequence identity, alternatively at least about 88% nucleic acid sequence identity, alternatively at 

35 least about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity, 
alternatively at least about 91 % nucleic acid sequence identity, alternatively at least about 92% nucleic acid 
sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94% 

2 
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nucleic acid sequence identity, alternatively at least about 95% nucleic acid sequence identity, alternatively at 
least about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity, 
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid 
sequence identity to (a) a DN A molecule comprising the coding sequence of a full-length PRO polypeptide cDN A 
as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein, 
5 the coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal 
peptide, as disclosed herein or the coding sequence of any other specifically defined fragment of the full-length 
amino acid sequence as disclosed herein, or (b) the complement of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid 

1 0 sequence identity, alternatively at least about 82 % nucleic acid sequence identity, alternatively at least about 83 % 
nucleic acid sequence identity, alternatively at least about 84% nucleic acid sequence identity, alternatively at 
least about 85 % nucleic acid sequence identity, alternatively at least about 86% nucleic acid sequence identity, 
alternatively at least about 87% nucleic acid sequence identity, alternatively at least about 88% nucleic acid 
sequence identity, alternatively at least about 89% nucleic acid sequence identity, alternatively at least about 90% 

15 nucleic acid sequence identity, alternatively at least about 91% nucleic acid sequence identity, alternatively at 
least about 92% nucleic acid sequence identity, alternatively at least about 93% nucleic acid sequence identity, 
alternatively at least about 94% nucleic acid sequence identity, alternatively at least about 95% nucleic acid 
sequence identity, alternatively at least about 96% nucleic acid sequence identity, alternatively at least about 97 % 
nucleic acid sequence identity, alternatively at least about 98% nucleic acid sequence identity and alternatively 

20 at least about 99% nucleic acid sequence identity to (a) a DNA molecule that encodes the same mature 
polypeptide encoded by any of the human protein cDNAs deposited with the ATCC as disclosed herein, or (b) 
the complement of the DNA molecule of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which is either transmembrane domain-deleted or transmembrane domain- 

25 inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 
of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO 
polypeptides are contemplated. , 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence, or the complement 
thereof, that may find use as, for example, hybridization probes, for encoding fragments of a PRO polypeptide 

30 that may optionally encode a polypeptide comprising a binding site for an anti-PRO antibody or as antisense 
oligonucleotide probes. Such nucleic acid fragments are usually at least about 10 nucleotides in length, 
alternatively at least about 15 nucleotides in length, alternatively at least about 20 nucleotides in length, 
alternatively at least about 30 nucleotides in length, alternatively at least about 40 nucleotides in length, 
alternatively at least about 50 nucleotides in length, alternatively at least about 60 nucleotides in length, 

35 alternatively at least about 70 nucleotides in length, alternatively at least about 80 nucleotides in length, 
alternatively at least about 90 nucleotides in length, alternatively at least about 100 nucleotides in length, 
alternatively at least about 110 nucleotides in length, alternatively at least about 120 nucleotides in length, 

3 
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alternatively at least about 130 nucleotides in length, alternatively at least about 140 nucleotides in length, 
alternatively at least about 150 nucleotides in length, alternatively at least about 160 nucleotides in length, 
alternatively at least about 170 nucleotides in length, alternatively at least about 180 nucleotides in length, 
alternatively at least about 190 nucleotides in length, alternatively at least about 200 nucleotides in length, 
alternatively at least about 250 nucleotides in length, alternatively at least about 300 nucleotides in length, 
5 alternatively at least about 350 nucleotides in length, alternatively at least about 400 nucleotides in length, 
alternatively at least about 450 nucleotides in length, alternatively at least about 500 nucleotides in length, 
alternatively at least about 600 nucleotides in length, alternatively at least about 700 nucleotides in length, 
alternatively at least about 800 nucleotides in length, alternatively at least about 900 nucleotides in length and 
alternatively at least about 1000 nucleotides in length, wherein in this context the term "about" means the 

10 referenced nucleotide sequence length plus or minus 10% of that referenced length. It is noted that novel 
fragments of a PRO polypeptide-encoding nucleotide sequence may be determined in a routine manner by 
aligning the PRO polypeptide-encoding nucleotide sequence with other known nucleotide sequences using any 
of a number of well known sequence alignment programs and determining which PRO polypeptide-encoding 
nucleotide sequence fragmem(s) are novel. All of such PRO polypeptide-encoding nucleotide sequences are 

15 contemplated herein. Also contemplated are the PRO polypeptide fragments encoded by these nucleotide 
molecule fragments, preferably those PRO polypeptide fragments that comprise a binding site for an anti-PRO 
antibody. 

In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated 
nucleic acid sequences hereinabove identified. 

20 In a certain aspect, the invention concerns an isolated PRO polypeptide, comprising an amino acid 

sequence having at least about 80% amino acid sequence identity, alternatively at least about 81 % amino acid 
sequence identity, alternatively at least about 82 % amino acid sequence identity, alternatively at least about 83 % 
amino acid sequence identity, alternatively at least about 84% amino acid sequence identity, alternatively at least 
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, 

25 alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid 
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% 
amino acid sequence identity, alternatively at least about 9 1 % amino acid sequence identity, alternatively at least 
about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity, 
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid 

30 sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% 
amino acid sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at 
least about 99% amino acid sequence identity to a PRO polypeptide having a full-length amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other 

35 specifically defined fragment of the full-length amino acid sequence as disclosed herein. 

In a further aspect, the invention concems an isolated PRO polypeptide comprising an amino acid 
sequence having at least about 80% amino acid sequence identity, alternatively at least about 81 % amino acid 

4 
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sequence identity, alternatively at least about 82% amino acid sequence identity, alternatively at least about 83 % 
amino acid sequence identity, alternatively at least about 84% amino acid sequence identity, alternatively at least 
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, 
alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid 
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% 
5 amino acid sequence identity, alternatively at least about 91 % amino acid sequence identity, alternatively at least 
about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity, 
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid 
sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% 
amino acid sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at 

10 least about 99% amino acid sequence identity to an amino acid sequence encoded by any of the human protein 
cDNAs deposited with the ATCC as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal 
sequence and/or the initiating methionine and is encoded by a nucleotide sequence that encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, wherein 

15 those processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding 
nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO 
polypeptide from the cell culture. 

Another aspect the invention provides an isolated PRO polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated. Processes for producing the same are also herein 

20 described, wherein those processes comprise culturing a host cell comprising a vector which comprises the 
appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and 
recovering the PRO polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide 
as defined herein. In a particular embodiment, the agonist or antagonist is an anti-PRO antibody or a small 

25 molecule. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists to a 
PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a 
biological activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO 
polypeptide. 

30 In a still further embodiment, the invention concerns a composition of matter comprising a PRO 

polypeptide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, in 
combination with a carrier. Optionally, the carrier is a pharmaceutical ly acceptable carrier. 

Another embodiment of the present invention is directed to the use of a PRO polypeptide, or an agonist 
or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a medicament 

35 useful in the treatment of a condition which is responsive to the PRO polypeptide, an agonist or antagonist 
thereof or an anti-PRO antibody. 

5 
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In other embodiments of the present invention, the invention provides vectors comprising DNA 
encoding any of the herein described polypeptides. Host cell comprising any such vector are also provided. By 
way of example, the host cells may be CHO cells. E, coli, or yeast. A process for producing any of the herein 
described polypeptides is further provided and comprises culturing host cells under conditions suitable for 
expression of the desired polypeptide and recovering the desired polypeptide from the cell culture, 
5 In other embodiments, the invention provides chimeric molecules comprising any of the herein described 

poljpeptides fused to a heterologous polypeptide or amino acid sequence. Example of such chimeric molecules 
comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region of an 
immunoglobulin. 

In another embodiment, the invention provides an antibody which binds, preferably specifically, to any 
10 of the above or below described polypeptides. Optionally, the antibody is a monoclonal antibody, humanized 
antibody, antibody fragment or single-chain antibody. 

In yet other embodiments, the invention provides oligonucleotide probes which may be useful for 
isolating genomic and cDNA nucleotide sequences, measuring or delecting expression of an associated gene or 
as antisense probes, wherein those probes may be derived from any of the above or below described nucleotide 
15 sequences. Preferred probe lengths are described above. 

In yet other embodiments, the present invention is directed to methods of using the PRO polypeptides 
of the present invention for a variety of uses based upon the functional biological assay data presented in the 
Examples below. 

20 BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 shows a nucleotide sequence (SEQ ID NO:l) of a native sequence PR0177 cDNA, wherein 
SEQ ID NO:l is a clone designated herein as "DNA 16438- 13 87". 

Figure 2 shows the amino acid sequence (SEQ ID NO:2) derived from the coding sequence of SEQ ID 
NO: 1 shown in Figure 1 . 

25 Figure 3 shows a nucleotide sequence (SEQ ID NO:3) of a native sequence PR03574 cDNA. wherein 

SEQ ID NO:3 is a clone designated herein as "DNA 19360-2552". 

Figure 4 shows the amino acid sequence (SEQ ID NO:4) derived from the coding sequence of SEQ ID 
NO:3 shown in Figure 3. 

Figure 5 shows a nucleotide sequence (SEQ ID NO:5) of a native sequence PRO1280 cDNA, wherein 
30 SEQ ID NO:5 is a clone designated herein as "DNA33455-1548" . 

Figure 6 shows the amino acid sequence (SEQ ID NO:6) derived from the coding sequence of SEQ ID 
NO: 5 shown in Figure 5. 

Figure 7 shows a nucleotide sequence (SEQ ID NO:7) of a native sequence PR04984 cDNA, wherein 
SEQ ID NO:7 is a clone designated herein as "DNA37155-265r . 
35 Figure 8 shows the amino acid sequence (SEQ ID NO: 8) derived from the coding sequence of SEQ ID 

N0:7 shown in Figure 7. 
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Figure 9 shows a nucleotide sequence (SEQ ID NO:9) of a native sequence PR04988 cDNA, wherein 
SEQ ID NO:9 is a clone designated herein as "DNA38269-2654\ 

Figure 10 shows the amino acid sequence (SEQ ID NO: 10) derived from the coding sequence of SEQ 
ID NO:9 shown in Figure 9. 

Figure 1 1 shows a nucleotide sequence (SEQ ID NO: 1 1 ) of a native sequence PRO305 cDNA, wherein 
5 SEQ ID NO: 1 1 is a clone designated herein as **DNA40619-1220". 

Figure 12 shows the amino acid sequence (SEQ ID NO: 12) derived from the coding sequence of SEQ 
ID NO: 1 1 shovm in Figure 11. 

Figure 13 shows a nucleotide sequence (SEQ ID NO: 13) of a native sequence PRO 1866 cDNA, wherein 
SEQ ID N0:13 is a clone designated herein as "DNA44 174-25 13". 
10 Figure 14 shows the amino acid sequence (SEQ ID NO: 14) derived from the coding sequence of SEQ 

ID NO: 13 shown in Figure 13. 

Figure 15 shows a nucleotide sequence (SEQ ID NO: 15) of a native sequence PR04996 cDNA, wherein 
' SEQ ID NO: 15 is a clone designated herein as **DNA44675-2662". 

Figure 16 shows the amino acid sequence (SEQ ID NO: 16) derived from the coding sequence of SEQ 
15 ID NO: 15 shown in Figure 15. 

Figure 17 shows a nucleotide sequence (SEQ ID NO: 17) of a native sequence PRO4406 cDNA, wherein 
SEQ ID NO: 17 is a clone designated herein as "DNA45408-2615". 

Figure 18 shows the amino acid sequence (SEQ ID NO:18) derived from the coding sequence of SEQ 
ID NO: 17 shown in Figure 17. 
20 Figure 19 shows a nucleotide sequence (SEQ ID NO: 19) of a native sequence PROl 120 cDNA, wherein 

SEQ ID NO: 19 is a clone designated herein as "DNA48606-1479". 

Figure 20 shows the amino acid sequence (SEQ ID NO:20) derived from the coding sequence of SEQ 
ID NO: 19 shown in Figure 19. 

Figure 21 shows a nucleotide sequence (SEQ ID NO:21) of a native sequence PRO4990 cDNA, wherein 
25 SEQ ID N0:21 is a clone designated herein as "DNA52753-2656". 

Figure 22 shows the amino acid sequence (SEQ ID NO:22) derived from the coding sequence of SEQ 
ID NO:21 shown in Figure 21. 

Figure 23 shows a nucleotide sequence (SEQ ID NO:23) of a native sequence PR0738 cDNA, wherein 
SEQ ID NO:23 is a clone designated herein as '*DNA53915-1258". 
30 Figure 24 shows the amino acid sequence (SEQ ID NO:24) derived from the coding sequence of SEQ 

ID NO:23 shown in Figure 23. 

Figure 25 shows a nucleotide sequence (SEQ ID NO:25) of a native sequence PR03577 cDNA. wherein 
SEQ ID NO:25 is a clone designated herein as "DNA5399 1-2553". 

Figure 26 shows the amino acid sequence (SEQ ID NO:26) derived from the coding sequence of SEQ 
35 ID NO:25 shown in Figure 25. 

Figure 27 shows a nucleotide sequence (SEQ ID NO:27) of a native sequence PRO 1879 cDN A , wherein 
SEQ ID NO:27 is a clone designated herein as "DNA54009-2517", 
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Figure 28 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID NO:27 shown in Figure 27. 

Figure 29 shows a nucleotide sequence (SEQ ID NO;29) of a native sequence PR0147 1 cDNA, wherein 
SEQ ID NO:29 is a clone designated herein as "DN A 56055- 1643". 

Figure 30 shows the amino acid sequence (SEQ ID NO; 30) derived from the coding sequence of SEQ 
5 ID NO:29 shown in Figure 29. 

Figure 3 1 shows a nucleotide sequence (SEQ ID NO:3 1) of a native sequence PROl 114 cDNA, wherein 
SEQ ID NO:31 is a clone designated herein as "DNA57033-1403". 

Figure 32 shows the amino acid sequence (SEQ ID NO:32) derived from the coding sequence of SEQ 
ID NO:3 1 shown in Figure 31. 
10 Figure 33 shows a nucleotide sequence (SEQ ID NO:33) of a native sequence PRO 1076 cDNA, wherein 

SEQ ID NO:33 is a clone designated herein as "DNA57252-1453". 

Figure 34 shows the amino acid sequence (SEQ ID NO:34) derived from the coding sequence of SEQ 
ID NO:33 shown in Figure 33. 

Figure 35 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PR01483 cDNA. wherein 
15 SEQ ID NO:35 is a clone designated herein as "DNA58799-1652". 

Figure 36 shows the ammo acid sequence (SEQ ID NO:36) derived from the coding sequence of SEQ 
ID NO:35 shown in Figure 35. 

Figure 37 shows a nucleotide sequence (SEQ ID NO:37) of a native sequence PR04985 cDNA, wherein 
SEQ ID NO:37 is a clone designated herein as "DNA59770-2652". 
20 Figure 38 shows the amino acid sequence (SEQ ID NO:38) derived from the coding sequence of SEQ 

ID NO:37 shown in Figure 37, 

Figure 39 shows a nucleotide sequence (SEQ ID NO:39) of a native sequence PRO5000 cDNA, wherein 
SEQ ID NO:39 is a clone designated herein as "DNA59774-2665". 

Figure 40 shows the amino acid sequence (SEQ ID NO:40) derived from the coding sequence of SEQ 
25 ID NO:39 shown in Figure 39. 

Figure 4 1 shows a nucleotide sequence (SEQ ID NO:41) of a native sequence PR01881 cDNA. wherein 
SEQ ID NO:41 is a clone designated herein as "DNA6028I-2518\ 

Figure 42 shows the amino acid sequence (SEQ ID NO:42) derived from the coding sequence of SEQ 
ID NO;41 shown in Figure 41. 
30 Figure 43 shows a nucleotide sequence (SEQ ID NO:43) of a native sequence PR043 14 cDNA, wherein 

SEQ ID NO:43 is a clone designated herein as "DNA60736-2559". 

Figure 44 shows the amino acid sequence (SEQ ID NO:44) derived from the coding sequence of SEQ 
ID NO:43 shown in Figure 43. 

Figure 45 shows a nucleotide sequence (SEQ ID NO:45) of a native sequence PR04987 cDNA, wherein 
35 SEQ ID NO:45 is a clone designated herein as "DNA6 1875 -2653". 

Figure 46 shows the amino acid sequence (SEQ ID NO:46) derived from the coding sequence of SEQ 
ID NO: 45 shown in Figure 45. 
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Figure 47 shows a nucleotide sequence (SEQ ID NO:47) of a native sequence PR043 1 3 cDN A. wherein 
SEQ ID NO:47 is a clone designated herein as "DNA623 12-2558". 

Figure 48 shows the amino acid sequence (SEQ ID NO:48) derived from the coding sequence of SEQ 
ID NO:47 shown in Figure 47. 

Figure 49 shows a nucleotide sequence (SEQ ID NO:49) of a native sequence PR04799 cDN A, wherein 
5 SEQ ID NO:49 is a clone designated herein as "DNA62849-1604". 

Figure 50 shows the amino acid sequence (SEQ ID NO:50) derived from the coding sequence of SEQ 
ID NO:49 shown in Figure 49. 

Figure 5 1 shows a nucleotide sequence (SEQ ID NO:5 1) of a native sequence PR04995 cDN A. wherein 
SEQ ID NO:51 is a clone designated herein as "DNA66307-266r. 
10 Figure 52 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 

ID NO:5 1 shown in Figure 5 1 . 

Figure 53 shows a nucleotide sequence (SEQ ID NO:53) of a native sequence PR01341 cDNA, wherein 
SEQ ID NO:53 is a clone designated herein as "DNA66677-2535". 

Figure 54 shows the amino acid sequence (SEQ ID NO:54) derived from the coding sequence of SEQ 
15 ID NO:53 shown in Figure 53. 

Figure 55 shows a nucleotide sequence (SEQ ID NO:55) of a native sequence PR01777 cDN A, wherein 
SEQ ID NO:55 is a clone designated herein as "DNA71235-1706". 

Figure 56 shows the amino acid sequence (SEQ ID NO:56) derived from the coding sequence of SEQ 
ID NO:55 shown in Figure 55. 
20 Figure 57 shows a nucleotide sequence (SEQ ID NO:57) of a native sequence PRO3580 cDNA, wherein 

SEQ ID NO:57 is a clone designated herein as "DNA7 1289-2547". 

Figure 58 shows the amino acid sequence (SEQ ID NO:58) derived from the coding sequence of SEQ 
ID NO:57 shown in Figure 57. 

Figure 59 shows a nucleotide sequence (SEQ ID NO: 59) of a native sequence PRO 1779 cDNA, wherein 
25 SEQ ID NO:59 is a clone designated herein as "DNA73775-1707\ 

Figure 60 shows the amino acid sequence (SEQ ID NO:60) derived from the coding sequence of SEQ 
ID NO:59 shown in Figure 59. 

Figure 61 shows a nucleotide sequence (SEQ ID NO:61) of a native sequence PR01754 cDNA, wherein 
SEQ ID NO:61 is a clone designated herein as "DNA76385-1692". 
30 Figure 62 shows the ammo acid sequence (SEQ ID NO:62) derived from the coding sequence of SEQ 

ID N0:61 shown in Figure 61. 

Figure 63 shows a nucleotide sequence (SEQ ID NO: 63) of a native sequence PRO 1906 cDNA. wherein 
SEQ ID NO:63 is a clone designated herein as "DNA76395-2527\ 

Figure 64 shows the amino acid sequence (SEQ ID NO: 64) derived from the coding sequence of SEQ 
35 ID NO:63 shown in Figure 63. 

Figure 65 shows a nucleotide sequence (SEQ ID NO:65) of a native sequence PRO1870 cDNA. wherein 
SEQ ID NO: 65 is a clone designated herein as "DNA77622-2516". 
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Figure 66 shows the amino acid sequence (SEQ ID NO:66) derived from the coding sequence of SEQ 
ID NO:65 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO:67) of a native sequence PR04329 cDNA, wherein 
SEQ ID NO:67 is a clone designated herein as "DNA77629-2573". 

Figure 68 shows the amino acid sequence (SEQ ID NO:68) derived from the coding sequence of SEQ 
5 ID NO: 67 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO:69) of a native sequence PR04979 cDNA, wherein 
SEQ ID NO:69 is a clone designated herein as "DNA77645-2648\ 

Figure 70 shows the amino acid sequence (SEQ ID NO:70) derived from the coding sequence of SEQ 
ID NO:69 shown in Figure 69. 
10 Figure 71 shows a nucleotide sequence (SEQ ID NO:71) of a native sequence PR01885 cDNA, wherein 

SEQ ID NO:71 is a clone designated herein as "DNA79302-252r. 

Figure 72 shows the amino acid sequence (SEQ ID NO:72) derived from the coding sequence of SEQ 
ID NO:7i shown in Figure 71. 

Figure 73 shows a nucleotide sequence (SEQ ID NO:73) of a native sequence PR01882 cDNA, wherein 
15 SEQ ID NO:73 -is a clone designated herein as "DNA79865-2519\ 

Figure 74 shows the amino acid sequence (SEQ ID NO:74) derived from the coding sequence of SEQ 
ID NO:73 shown in Figure 73. 

Figure 75 shows a nucleotide sequence (SEQ ID NO:75) of a native sequence PR04989 cDNA, wherein 
SEQ ID NO:75 is a clone designated herein as "DNA80135-2655\ 
20 Figure 76 shows the amino acid sequence (SEQ ID NO:76) derived from the coding sequence of SEQ 

ID NO:75 shown in Figure 75. 

Figure 77 shows a nucleotide sequence (SEQ ID NO: 77) of a native sequence PR04323 cDNA, wherein 
SEQ ID NO:77 is a clone designated herein as "DNA80794-2568\ 

Figure 78 shows the amino acid sequence (SEQ ID NO:78) derived from the coding sequence of SEQ 
25 ID NO:77 shown in Figure 77. 

Figure 79 shows a nucleotide sequence (SEQ ID NO:79) of a native sequence PRO 1 886 cDNA, wherein 
SEQ ID NO:79 is a clone designated herein as "DNA80796-2523\ 

Figure 80 shows the amino acid sequence (SEQ ID NO:80) derived from the coding sequence of SEQ 
ID NO:79 shown in Figure 79. 
30 Figure 8 1 shows a nucleotide sequence (SEQ ID NO:8 1) of a native sequence PR04395 cDNA, wherein 

SEQ ID NO:81 is a clone designated herein as "DNA80840-2605". 

Figure 82 shows the amino acid sequence (SEQ ID NO:82) derived from the coding sequence of SEQ 
ID NO:8l shown in Figure 81. 

Figure 83 shows a nucleotide sequence (SEQ ID NO: 83) of a native sequence PRO 1782 cDNA, wherein 
35 SEQ ID NO:83 is a clone designated herein as "DNA80899-250r . 

Figure 84 shows the amino acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ 
ID NO:83 shown in Figure 83. 

10 



BNSCXX;iD: <WO 0140466A2_I_> 



WOOl/40466 PCT/USOO/32678 

Figure 85 shows a nucleotide sequence (SEQ ID NO:85) of a native sequence PR04338 cDNA, wherein 
SEQ ID NO:85 is a clone designated herein as ^'DNAS 1228-2580". 

Figure 86 shows the amino acid sequence (SEQ ID NO:86) derived from the coding sequence of SEQ 
ID NO:85 shown in Figure 85. 

Figure 87 shows a nucleotide sequence (SEQ ID NO:87) of a native sequence PR04341 cDNA, wherein 
5 SEQ ID NO: 87 is a clone designated herein as "DNA8 176 1-2583". 

Figure 88 shows the amino acid sequence (SEQ ID NO:88) derived from the coding sequence of SEQ 
ID NO:87 shown in Figure 87. 

Figure 89 shows a nucleotide sequence (SEQ ID NO:89) of a native sequence PRO5990 cDNA, wherein 
SEQ ID NO:89 is a clone designated herein as "DNA96042-2682\ 
10 Figure 90 shows the amino acid sequence (SEQ ID NO:90) derived from the coding sequence of SEQ 

ID NO:89 shown in Figure 89. 

Figure 91 shows a nucleotide sequence (SEQ ID N0:91 ) of a native sequence PR03438 cDNA, wherein 
SEQ ID NO:91 is a clone designated herein as "DNA82364-2538\ 

Figure 92 shows the amino acid sequence (SEQ ID NO:92) derived from the coding sequence of SEQ 
15 ID NO:91 shown in Figure 91 . 

Figure 93 shows a nucleotide sequence (SEQ ID NO:93) of a native sequence PR04321 cDNA, wherein 
SEQ ID NO:93 is a clone designated herein as "DNA82424-2566\ 

Figure 94 shows the amino acid sequence (SEQ ID NO:94) derived from the coding sequence of SEQ 
ID NO:93 shown in Figure 93. 
20 Figure 95 shows a nucleotide sequence (SEQ ID NO:95) of a native sequence PRO4304 cDNA, wherein 

SEQ ID NO:95 is a clone designated herein as "DNA82430-2557\ 

Figure 96 shows the amino acid sequence (SEQ ID NO:96) derived from the coding sequence of SEQ 
ID NO:95 shown in Figure 95. 

Figure 97 shows a nucleotide sequence (SEQ ID NO: 97) of a native sequence PRO 1 80 1 cDN A, wherein 
25 SEQ ID NO:97 is a clone designated herein as "DNA83500-2506\ 

Figure 98 shows the amino acid sequence (SEQ ID NO:98) derived from the coding sequence of SEQ 
ID NO: 97 shown in Figure 97. 

Figure 99 shows a nucleotide sequence (SEQ ID NO:99) of a native sequence PRO4403 cDNA. wherein. 
SEQ ID NO:99 is a clone designated herein as "DNA83509-2612\ 
30 Figure 100 shows the amino acid sequence (SEQ ID NO: 100) derived from the coding sequence of SEQ 

ID NO:99 shown in Figure 99. 

Figure 101 shows a nucleotide sequence (SEQ ID NO: 101) of a native sequence PR04324 cDNA, 
wherein SEQ ID NO: 101 is a clone designated herein as "DNA83560-2569". 

Figure 102 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
35 ID NO:101 shown in Figure 101. 

Figure 103 shows a nucleotide sequence (SEQ ID NO: 103) of a native sequence PRO4303 cDNA, 
wherein SEQ ID NO: 103 is a clone designated herein as "DNA84 139-2555". 
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Figure 104 shows the amino acid sequence (SEQ ID NO: 104) derived from the coding sequence of SEQ 
ID NO: 103 shown in Figure 103. 

Figure 105 shows a nucleotide sequence (SEQ ID NO: 105) of a native sequence PRO4305 cDNA, 
wherein SEQ ID NO: 105 is a clone designated herein as "DNA84141-2556". 

Figure 106 shows the amino acid sequence (SEQ ID NO: 106) derived from the coding sequence of SEQ 
5 ID NO: 105 shown in Figure 105. 

Figure 107 shows a nucleotide sequence (SEQ ID NO: 107) of a native sequence PRO4404 cDNA, 
wherein SEQ ID NO: 107 is a clone designated herein as "DNA84 142-2613". 

Figure 108 shows the amino acid sequence (SEQ ID NO: 108) derived from the coding sequence of SEQ 
ID NO: 107 shown in Figure 107. 
10 Figure 109 shows a nucleotide sequence (SEQ ID NO: 109) of a native sequence PR01884 cDNA, 

wherein SEQ ID NO: 109 is a clone designated herein as "DNA843 18-2520". 

Figure 110 shows the amino acid sequence (SEQ ID NO: 1 10) derived from the coding sequence of SEQ 
ID NO: 109 shown in Figure 109. 

Figure 111 shows a nucleotide sequence (SEQ ID NO: 111) of a native sequence PR04349 cDNA, 
15 wherein SEQ ID NO: 1 1 1 is a clone designated herein as "DNA84909-2590" . 

Figure 112 shows the amino acid sequence (SEQ ID NO: 112) derived from the coding sequence of SEQ 
ID NO:lll shown in Figure 111. 

Figure 113 shows a nucleotide sequence (SEQ ID NO: 113) of a native sequence PRO4401 cDNA, 
wherein SEQ ID NO: 1 13 is a clone designated herein as "DNA84912-2610", 
20 Figure 114 shows the amino acid sequence (SEQ ID NO : 1 1 4) derived from the coding sequence of SEQ 

ID NO: 113 shown in Figure 113. 

Figure 115 shows a nucleotide sequence (SEQ ID NO: 115) of a native sequence PRO 1867 cDNA, 
wherein SEQ ID NO: 115 is a clone designated herein as "DNA84925-2514\ 

Figure 1 16 shows the amino acid sequence (SEQ ID NO: 1 16) derived from the coding sequence of SEQ 
25 ID NO: 115 shown in Figure 115, 

Figure 117 shows a nucleotide sequence (SEQ ID NO: 117) of a native sequence PR04319 cDNA, 
wherein SEQ ID NO:l 17 is a clone designated herein as "DNA84928-2564". 

Figure 118 shows the amino acid sequence (SEQ ID NO: 118) derived from the coding sequence of SEQ 
ID NO: 117 shown in Figure 117. 
30 Figure 119 shows a nucleotide sequence (SEQ ID NO: 119) of a native sequence PR04991 cDNA, 

wherein SEQ ID NO: 119 is a clone designated herein as "DNA84932-2657". 

Figure 120 shows the amino acid sequence (SEQ ID NO: 120) derived from the coding sequence of SEQ 
ID NO: 119 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO: 121) of a native sequence PR04398 cDNA, 
35 wherein SEQ ID NO: 121 is a clone designated herein as "DN A 865 92-2607". 

Figure 122 shows the amino acid sequence (SEQ ID NO: 122) derived from the coding sequence of SEQ 
ID NO: 121 shown in Figure 121. 
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Figure 123 shows a nucleotide sequence (SEQ ID NO: 123) of a native sequence PR04346 cDNA, 
wherein SEQ ID NO: 123 is a clone designated herein as "DNA86594-2587". 

Figure 124 shows the amino acid sequence (SEQ ID NO: 124) derived from the coding sequence of SEQ 
ID NO: 123 shown in Figure 123. 

Figure 125 shows a nucleotide sequence (SEQ ID NO: 125) of a native sequence PRO4350 cDNA, 
5 wherein SEQ ID NO: 125 is a clone designated herein as "DNA86647-259r . 

Figure 126 shows the amino acid sequence (SEQ ID NO: 1 26) derived from the coding sequence of SEQ 
ID NO: 125 shown in Figure 125. 

Figure 127 shows a nucleotide sequence (SEQ ID NO: 127) of a native sequence PR04318 cDNA, 
wherein SEQ ID NO: 127 is a clone designated herein as "DNA87185-2563". 
10 Figure 128 shows the amino acid sequence (SEQ ID NO: 128) derived from the coding sequence of SEQ 

ID NO: 127 shown in Figure 127. 

Figure 129 shows a nucleotide sequence (SEQ ID NO: 129) of a native sequence PRO4340 cDNA, 
wherein SEQ ID NO: 129 is a clone designated herein as "DNA87656-2582". 

Figure 130 shows the amino acid sequence (SEQ ID NO: 1 30) derived from the coding sequence of SEQ 
15 ID NO: 129 shown in Figure 129. 

Figure 131 shows a nucleotide sequence (SEQ ID NO:131) of a native sequence PRO4400 cDNA, 
wherein SEQ ID NO:131 is a clone designated herein as "DNA87974-2609". 

Figure 132 shows the amino acid sequence (SEQ ID NO: 132) derived from the coding sequence of SEQ 
ID NO: 131 shown in Figure 131. 
20 Figure 133 shows a nucleotide sequence (SEQ ID NO: 133) of a native sequence PRO4320 cDNA, 

wherein SEQ ID NO: 133 is a clone designated herein as "DNA8800 1-2565". 

Figure 134 shows the amino acid sequence (SEQ ID NO: 134) derived from the coding sequence of SEQ 
ID NO: 133 shown in Figure 133. 

Figure 135 shows a nucleotide sequence (SEQ ID NO: 135) of a native sequence PRO4409 cDNA, 
25 wherein SEQ ID NO: 135 is a clone designated herein as "DN A 88004-2575". 

Figure 136 shows the amino acid sequence (SEQ ID NO: 136) derived from the coding sequence of SEQ 
ID NO: 135 shown in Figure 135. 

Figure 137 shows a nucleotide sequence (SEQ ID NO: 137) of a native sequence PR04399 cDNA, 
wherein SEQ ID NO:137 is a clone designated herein as "DNA89220-2608". 
30 Figure 138 shows the amino acid sequence (SEQ ID NO: 138) derived from the coding sequence of SEQ 

ID NO: 137 shown in Figure 137. 

Figure 139 shows a nucleotide sequence (SEQ ID NO:139) of a native sequence PR04418 cDNA, 
wherein SEQ ID NO: 139 is a clone designated herein as "DNA89947-2618". 

Figure 140 shows the amino acid sequence (SEQ ID NO: 1 40) derived from the coding sequence of SEQ 
35 ID NO: 139 shown in Figure 139. 

Figure 141 shows a nucleotide sequence (SEQ ID NO: 141) of a native sequence PRO4330 cDNA, 
wherein SEQ ID NO: 141 is a clone designated herein as '*DNA90842-2574\ 
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Figure 142 shows the amino acid sequence (SEQ ID NO: 142) derived from the coding sequence of SEQ 
ID NO: 141 shown in Figure 141. 

Figure 143 shows a nucleotide sequence (SEQ ID NO: 143) of a native sequence PR04339 cDNA, 
wherein SEQ ID NO: 143 is a clone designated herein as "DNA9 1775-2581". 

Figure 1 44 shows the amino acid sequence (SEQ ID NO : 1 44) derived from the coding sequence of SEQ 
5 ID NO: 143 shown in Figure 143, 

Figure 145 shows a nucleotide sequence (SEQ ID NO: 145) of a native sequence PR04326 cDNA, 
wherein SEQ ID NO: 145 is a clone designated herein as "DNA91779-2571 

Figure 146 shows the amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 
ID NO: 145 shown in Figure 145. 
10 Figure 147 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PRO6014 cDNA, 

wherein SEQ ID NO: 147 is a clone designated herein as "DNA9221 7-2697 \ 

Figure 148 shows the amino acid sequence (SEQ ID NO: 148) derived from the coding sequence of SEQ 
ID NO: 147 shown in Figure 147. 

Figure 149 shows a nucleotide sequence (SEQ ID NO: 149) of a native sequence PR03446 cDNA, 
15 wherein SEQ ID NO:149 is a clone designated herein as **DNA922 19-2541 

Figure 150 shows the amino acid sequence (SEQ ID NO: 150) derived from the coding sequence of SEQ 
ID NO: 149 shown in Figure 149. 

Figure 151 shows a nucleotide sequence (SEQ ID NO: 151) of a native sequence PR04322 cDNA, 
wherein SEQ ID NO: 151 is a clone designated herein as "DNA92223-2567". 
20 Figure 1 52 shows the amino acid sequence (SEQ ID NO: 152) derived from the coding sequence of SEQ 

ID NO: 151 shown in Figure 151. 

Figure 153 shows a nucleotide sequence (SEQ ID NO: 153) of a native sequence PR04381 cDNA, 
wherein SEQ ID NO: 153 is a clone designated herein as "DNA92225-2603\ 

Figure 154 shows the amino acid sequence (SEQ ID NO: 1 54) derived from the coding sequence of SEQ 
25 ID NO: 153 shown in Figure 153. 

Figure 155 shows a nucleotide sequence (SEQ ID NO: 155) of a native sequence PR04348 cDNA, 
wherein SEQ ID NO: 155 is a clone designated herein as "DNA92232-2589\ 

Figure 156 shows the amino acid sequence (SEQ ID NO: 156) derived from the coding sequence of SEQ 
ID NO: 155 shown in Figure 155. 
30 Figure 157 shows a nucleotide sequence (SEQ ID NO: 157) of a native sequence PR04371 cDNA, 

wherein SEQ ID NO; 157 is a clone designated herein as "DNA92233-2599". 

Figure 1 58 shows the amino acid sequence (SEQ ID NO: 158) derived from the coding sequence of SEQ 
ID NO: 157 shown in Figure 157. 

Figure 159 shows a nucleotide sequence (SEQ ID NO: 159) of a native sequence PR03742 cDNA, 
35 wherein SEQ ID NO: 159 is a clone designated herein as "DNA92243-2549\ 

Figure 1 60 shows the amino acid sequence (SEQ ID NO: 160) derived from the coding sequence of SEQ 
ID NO: 159 shown in Figure 159. 
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Figure 161 shows a nucleotide sequence (SEQ ID NO: 161) of a native sequence PR05773 cDNA, 
wherein SEQ ID NO: 161 is a clone designated herein as "DNA92253-267r. 

Figure 162 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 161. 

Figure 163 shows a nucleotide sequence (SEQ ID NO: 163) of a native sequence PR05774 cDNA, 
5 wherein SEQ ID NO: 163 is a clone designated herein as "DNA92254-2672\ 

Figure 164 shows the amino acid sequence (SEQ ID NO: 164) derived from the coding sequence of SEQ 
ID NO: 163 shown in Figure 163. 

Figure 165 shows a nucleotide sequence (SEQ ID NO: 165) of a native sequence PR04343 cDNA, 
wherein SEQ ID NO: 165 is a clone designated herein as "DNA92255-2584\ 
10 Figure 166 shows the amino acid sequence (SEQ ID NO: 1 66) derived from the coding sequence of SEQ 

ID NO: 165 shown in Figure 165. 

Figure 167 shows a nucleotide sequence (SEQ ID NO: 167) of a native sequence PR04325 cDNA, 
wherein SEQ ID NO: 167 is a clone designated herein as **DNA92269-2570". 

Figure 168 shows the amino acid sequence (SEQ ID NO: 168) derived from the coding sequence of SEQ 
15 ID NO: 167 shown in Figure 167. 

Figure 169 shows a nucleotide sequence (SEQ ID NO: 169) of a native sequence PR04347 cDNA, 
wherein SEQ ID NO: 169 is a clone designated herein as "DNA92288-2588". 

Figure 1 70 shows the amino acid sequence (SEQ ID NO: 1 70) derived from the coding sequence of SEQ 
ID NO: 169 shown in Figure 169. 
20 Figure 171 shows a nucleotide sequence (SEQ ID NO: 171) of a native sequence PR03743 cDNA, 

wherein SEQ ID NO: 171 is a clone designated herein as "DNA92290-2550''. 

Figure 1 72 shows the amino acid sequence (SEQ ID NO: 172) derived from the coding sequence of SEQ 
ID NO: 171 shown in Figure 171. 

Figure 173 shows a nucleotide sequence (SEQ ID NO: 173) of a native sequence PR04426 cDNA, 
25 wherein SEQ ID NO: 173 is a clone designated herein as "DNA930 12-2622". 

Figure 1 74 shows the amino acid sequence (SEQ ID NO : 1 74) derived from the coding sequence of SEQ 
ID NO: 173 shown in Figure 173. 

Figure 175 shows a nucleotide sequence (SEQ ID NO: 175) of a native sequence PRO4500 cDNA, 
wherein SEQ ID NO: 175 is a clone designated herein as "DNA93020-2642\ 
30 Figure 176 shows the amino acid sequence (SEQ ID NO: 176) derived from the coding sequence of SEQ 

ID NO: 175 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO: 177) of a native sequence PR04389 cDNA, 
wherein SEQ ID NO: 177 is a clone designated herein as "DNA94830-2604". 

Figure 178 shows the amino acid sequence (SEQ ID NO: 178) derived from the coding sequence of SEQ 
35 ID NO: 177 shown in Figure 177. 

Figure 179 shows a nucleotide sequence (SEQ ID NO: 179) of a native sequence PR04337 cDNA, 
wherein SEQ ID NO: 179 is a clone designated herein as "DNA94833-2579". 
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Figure 1 80 shows the amino acid sequence (SEQ ID NO: 1 80) derived from the coding sequence of SEQ 
ID NO: 179 shown in Figure 179. 

Figure 181 shows a nucleotide sequence (SEQ ID NO: 181) of a native sequence PR04992 cDNA, 
wherein SEQ ID NO: 181 is a clone designated herein as "DNA94838-2658". 

Figure 182 shows the amino acid sequence (SEQ ID NO: 182) derived from the coding sequence of SEQ 
5 ID NO: 181 shown in Figure 181. 

Figure 183 shows a nucleotide sequence (SEQ ID NO: 183) of a native sequence PR05996 cDNA, 
wherein SEQ ID NO: 183 is a clone designated herein as "DNA94844-2686". 

Figure 184 shows the amino acid sequence (SEQ ID NO: 184) derived from the coding sequence of SEQ 
ID NO: 183 shown in Figure 183. 
10 Figure 185 shows a nucleotide sequence (SEQ ID NO: 185) of a native sequence PR04345 cDNA, 

wherein SEQ ID NO: 185 is a clone designated herein as "DNA94854-2586\ 

Figure 186 shows the amino acid sequence (SEQ ID NO: 186) derived from the coding sequence of SEQ 
ID NO: 185 shown in Figure 185. 

Figure 187 shows a nucleotide sequence (SEQ ID NO: 187) of a native sequence PR04978 cDNA, 
15 wherein SEQ ID NO: 187 is a clone designated herein as "DNA95930". 

Figure 188 shows the amino acid sequence (SEQ ID NO: 1 88) derived from the coding sequence of SEQ 
ID NO: 187 shown in Figure 187. 

Figure 189 shows a nucleotide sequence (SEQ ID NO: 189) of a native sequence PRO5780 cDNA, 
wherein SEQ ID NO: 189 is a clone designated herein as "DNA96868-2677\ 
20 Figure 190 shows the amino acid sequence (SEQ ID NO: 190) derived from the coding sequence of SEQ 

ID NO: 189 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO: 191) of a native sequence PR05992 cDNA, 
wherein SEQ ID NO:191 is a clone designated herein as "DNA9687 1-2683". 

Figure 192 shows the amino acid sequence (SEQ ID NO: 1 92) derived from the coding sequence of SEQ 
25 ID NO: 191 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PR04428 cDNA, 
wherein SEQ ID NO: 193 is a clone designated herein as "DNA96880-2624". 

Figure 194 shows the amino acid sequence (SEQ ID NO: 194) derived from the coding sequence of SEQ 
ID NO: 193 shown in Figure 193. 
30 Figure 195 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PR04994 cDNA. 

wherein SEQ ID NO: 195 is a clone designated herein as "DNA96986-2660". 

Figure 196 shows the amino acid sequence (SEQ ID NO: 196) derived from the coding sequence of SEQ 
ID NO: 195 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO: 197) of a native sequence PR05995 cDNA. 
35 wherein SEQ ID NO: 197 is a clone designated herein as "DNA96988-2685" . 

Figure 198 shows the amino acid sequence (SEQ ID NO: 198) derived from the coding sequence of SEQ 
ID NO: 197 shown m Figure 197. 
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Figure 199 shows a nucleotide sequence (SEQ ID NO: 199) of a native sequence PRO6094 cDNA» 
wherein SEQ ID NO: 199 is a clone designated herein as "DNA96995-2709". 

Figure 200 shows the amino acid sequence (SEQ ID NO:200) derived from the coding sequence of SEQ 
ID NO: 199 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:201) of a native sequence PR04317 cDNA, 
5 wherein SEQ ID NO:201 is a clone designated herein as "DNA97004-2562". 

Figure 202 shows the amino acid sequence (SEQ ID NO:202) derived from the coding sequence of SEQ 
ID NO:201 shown in Figure 201 . 

Figure 203 shows a nucleotide sequence (SEQ ID NO:203) of a native sequence PR05997 cDNA, 
wherein SEQ ID NO:203 is a clone designated herein as "DNA97005-2687". 
10 Figure 204 shows the amino acid sequence (SEQ ID NO:204) derived from the coding sequence of SEQ 

ID NO:203 shown in Figure 203. 

Figure 205 shows a nucleotide sequence (SEQ ID NO:205) of a native sequence PRO5005 cDNA. 
wherein SEQ ID NO:205 is a clone designated herein as "DNA97009-2668". 

Figure 206 shows the amino acid sequence (SEQ ID NO: 206) derived from the coding sequence of SEQ 
15 ID NO:205 shown in Figure 205. 

Figure 207 shows a nucleotide sequence (SEQ ID NO:207) of a native sequence PRO5004 cDNA, 
wherein SEQ ID NO:207 is a clone designated herein as "DNA97013-2667". 

Figure 208 shows the amino acid sequence (SEQ ID NO: 208) derived from the coding sequence of SEQ 
ID NO:207 shown in Figure 207. 
20 Figure 209 shows a nucleotide sequence (SEQ ID NO:209) of a native sequence PRO6001 cDNA, 

wherein SEQ ID NO:209 is a clone designated herein as "DNA983 80-2690". 

Figure 210 shows the amino acid sequence (SEQ ID NO:210) derived from the coding sequence of SEQ 
ID NO:209 shown in Figure 209. 

Figure 211 shows a nucleotide sequence (SEQ ID NO:211) of a native sequence PRO6013 cDNA, 
25 wherein SEQ ID NO:211 is a clone designated herein as "DNA9856 1-2696". 

Figure 212 shows the amino acid sequence (SEQ ID N0:2 12) derived from the coding sequence of SEQ 
ID NO:21 1 shown in Figure 211. 

Figure 213 shows a nucleotide sequence (SEQ ID N0:213) of a native sequence PRO4502 cDNA, 
wherein SEQ ID NO:213 is a clone designated herein as "DNA98575-2644". 
30 Figure 214 shows the amino acid sequence (SEQ ID NO:214) derived from the coding sequence of SEQ 

ID NO:213 shown in Figure 213. 

Figure 215 shows a nucleotide sequence (SEQ ID NO:215) of a native sequence PRO6007 cDNA, 
wherein SEQ ID NO:215 is a clone designated herein as "DNA98593-2694". 

Figure 216 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of SEQ 
35 ID NO:215 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (SEQ ID NO:217) of a native sequence PRO6028 cDNA, 
wherein SEQ ID NO:2l7 is a clone designated herein as "DNA98600-2703\ 
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Figure 218 shows the amino acid sequence (SEQ ID NO:2 1 8) derived from the coding sequence of SEQ 
ID NO:217 shown in Figure 217. 

Figure 219 shows a nucleotide sequence (SEQ ID NO:219) of a native sequence FROlOO cDNA, 
wherein SEQ ID NO:219 is a clone designated herein as "DNA99333". 

Figure 220 shows the amino acid sequence (SEQ ID NO:220) derived from the coding sequence of SEQ 
5 ID NO:219 shown in Figure 219. 

Figure 221 shows a nucleotide sequence (SEQ ID NO:221) of a native sequence PR04327 cDNA, 
wherein SEQ ID NO:221 is a clone designated herein as "DNA99391-2572". 

Figure 222 shows the amino acid sequence (SEQ ID NO:222) derived from the coding sequence of SEQ 
ID NO:221 shown in Figure 221. 
10 Figure 223 shows a nucleotide sequence (SEQ ID NO:223) of a native sequence PR04315 cDNA, 

wherein SEQ ID NO:223 is a clone designated herein as **DNA99393-2560". 

Figure 224 shows the amino acid sequence (SEQ ID NO:224) derived from the coding sequence of SEQ 
ID NO:223 shown in Figure 223. 

Figure 225 shows a nucleotide sequence (SEQ ID NO:225) of a native sequence PR05993 cDNA, 
15 wherein SEQ ID NO:225 is a clone designated herein as "DNA 100276-2684". 

Figure 226 shows the amino acid sequence (SEQ ID NO: 226) derived from the coding sequence of SEQ 
ID NO:225 shown in Figure 225. 

Figure 227 shows a nucleotide sequence (SEQ ID NO:227) of a native sequence PRO4503 cDNA, 
wherein SEQ ID NO:227 is a clone designated herein as "DNA 1003 12-2645". 
20 Figure 228 shows the amino acid sequence (SEQ ID NO:228) derived from the coding sequence of SEQ 

ID NO:227 shown in Figure 227. 

Figure 229 shows a nucleotide sequence (SEQ ID NO: 229) of a native sequence PR04976 cDNA, 
wherein SEQ ID NO:229 is a clone designated herein as "DNA 100902-2646". 

Figure 230 shows the amino acid sequence (SEQ ID NO:230) derived from the coding sequence of SEQ 
25 ID NO:229 shown in Figure 229. 

Figure 231 shows a nucleotide sequence (SEQ ID NO:231) of a native sequence PR05798 cDNA, 
wherein SEQ ID NO:231 is a clone designated herein as "DNA 102899-2679". 

Figure 232 shows the amino acid sequence (SEQ ID NO:232) derived from the coding sequence of SEQ 
ID NO:231 shown in Figure 231. 
30 Figure 233 shows a nucleotide sequence (SEQ ID NO:233) of a native sequence PR06242 cDNA, 

wherein SEQ ID NO:233 is a clone designated herein as "DN A 104875-2720". 

Figure 234 shows the amino acid sequence (SEQ ID NO:234) derived from the coding sequence of SEQ 
ID NO:233 shown in Figure 233. 

Figure 235 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PRO6095 cDNA, 
35 wherein SEQ ID NO:235 is a clone designated herein as "DNA105680-2710". 

Figure 236 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 235. 

18 



BNSDOCID; <WO 0140466A2J_> 



wo 01/40466 PCT/USOO/32678 

Figure 237 shows a nucleotide sequence (SEQ ID NO:237) of a native sequence PRO6093 cDNA. 
wherein SEQ ID NO:237 is a clone designated herein as "DNA105779-2708". 

Figure 238 shows the amino acid sequence (SEQ ID NO:238) derived from the coding sequence of SEQ 
ID NO:237 shown in Figure 237. 

Figure 239 shows a nucleotide sequence (SEQ ID NO:239) of a native sequence PRO6012 cDNA. 
5 wherein SEQ ID NO:239 is a clone designated herein as "DNA 1 05794-2695". 

Figure 240 shows the amino acid sequence (SEQ ID NO:240) derived from the coding sequence of SEQ 
ID NO:239 shown in Figure 239. 

Figure 241 shows a nucleotide sequence (SEQ ID NO:24I) of a native sequence PRO6027 cDNA. 
wherein SEQ ID NO:241 is a clone designated herein as "DNA 105 838-2702". 
1 0 Figure 242 shows the amino acid sequence (SEQ ID NO:242) derived from the coding sequence of SEQ 

ID NO:241 shown in Figure 241. 

Figure 243 shows a nucleotide sequence (SEQ ID NO:243) of a native sequence PR06181 cDNA, 
vtiicrcin SEQ ID NO:243 is a clone designated herein as "DNA 107698-27 15". 

Figure 244 shows the amino acid sequence (SEQ ID NO:244) derived from the coding sequence of SEQ 
15 ID NO: 243 shown in Figure 243. 

Figure 245 shows a nucleotide sequence (SEQ ID NO:245) of a native sequence PRO6097 cDNA. 
wherein SEQ ID NO:245 is a clone designated herein as "DNA107701-2711". 

Figure 246 shows the amino acid sequence (SEQ ID NO:246) derived from the coding sequence of SEQ 
ID NO:245 shown in Figure 245, 
20 Figure 247 shows a nucleotide sequence (SEQ ID NO:247) of a native sequence PRO6090 cDNA, 

wherein SEQ ID NO:247 is a clone designated herein as "DNA 10778 1-2707". 

Figure 248 shows the amino acid sequence (SEQ ID NO:248) derived from the coding sequence of SEQ 
ID NO:247 shown in Figure 247. 

Figure 249 shows a nucleotide sequence (SEQ ID NO:249) of a native sequence PR07171 cDNA, 
25 wherein SEQ ID NO:249 is a clone designated herein as "DNA 108670-2744". 

Figure 250 shows the amino acid sequence (SEQ ID NO:250) derived from the coding sequence of SEQ 
ID NO:249 shown in Figxire 249. 

Figure 251 shows a nucleotide sequence (SEQ ID NO:251) of a native sequence PR06258 cDNA, 
wherein SEQ ID NO:251 is a clone designated herein as "DNA 108688-2725". 
30 Figure 252 shows the amino acid sequence (SEQ ID NO:252) derived from the coding sequence of SEQ 

ID NO: 25 1 shown in Figure 25 1 . 

Figure 253 shows a nucleotide sequence (SEQ ID NO:253) of a native sequence PRO9820 cDNA, 
wherein SEQ ID NO:253 is a clone designated herein as "DNA 108769-2765". 

Figure 254 shows the amino acid sequence (SEQ ID NO:254) derived from the coding sequence of SEQ 
35 ID NO:253 shown in Figure 253. 

Figure 255 shows a nucleotide sequence (SEQ ID NO:255) of a native sequence PR06243 cDNA. 
wherein SEQ ID N0:255 is a clone designated herein as "DNA 108935-2721". 
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Figure 256 shows the amino acid sequence (SEQ ID NO:256) derived from the coding sequence of SEQ 
ID NO:255 shown in Figure 255. 

Figure 257 shows a nucleotide sequence (SEQ ID NO:257) of a native sequence PR06182 cDNA, 
wherein SEQ ID NO:257 is a clone designated herein as "DNA 110700-2716". 

Figure 258 shows the amino acid sequence (SEQ ID NO:258) derived from the coding sequence of SEQ 
5 ID NO:257 shown in Figure 257. 

Figure 259 shows a nucleotide sequence (SEQ ID NO:259) of a native sequence PRO6079 cDNA. 
wherein SEQ ID NO:259 is a clone designated herein as "DNAl 1 1750-2706". 

Figure 260 shows the amino acid sequence (SEQ ID NO:260) derived from the coding sequence of SEQ 
ID NO:259 shown in Figure 259. 
10 Figure 261 shows a nucleotide sequence (SEQ ID NO:261) of a native sequence PR07434 cDNA, 

wherein SEQ ID NO:261 is a clone designated herein as "DNA 123430-2755". 

Figure 262 shows the amino acid sequence (SEQ ID NO:262) derived from the coding sequence of SEQ 
ID NO:261 shown in Figure 261. 

Figure 263 shows a nucleotide sequence (SEQ ID NO;263) of a native sequence PR09865 cDNA, 
15 wherein SEQ ID NO: 263 is a clone designated herein as "DNA 125 154-2785". 

Figure 264 shows the amino acid sequence (SEQ ID NO: 264) derived from the coding sequence of SEQ 
ID NO:263 shown in Figure 263. 

Figure 265 shows a nucleotide sequence (SEQ ID NO:265) of a native sequence PR09828 cDNA, 
wherein SEQ ID NO:265 is a clone designated herein as "DNA 142238-2768". 
20 Figure 266 shows the amino acid sequence (SEQ ID NO:266) derived from the coding sequence of SEQ 

ID NO:265 shown in Figure 265. 

Figure 267 shows a nucleotide sequence (SEQ ID NO:267) of a native sequence PR0196 cDNA, 
wherein SEQ ID NO:267 is a clone designated herein as "DNA22779-1130". 

Figure 268 shows the amino acid sequence (SEQ ID NO:268) derived from the coding sequence of SEQ 
25 ID NO:267 shown in Figure 267. 

Figure 269 shows a nucleotide sequence (SEQ ID NO:269) of a native sequence PR0197 cDNA, 
wherein SEQ ID NO:269 is a clone designated herein as "DNA22780-1078". 

Figure 270 shows the amino acid sequence (SEQ ID NO:270) derived from the coding sequence of SEQ 
ID NO:269 shown in Figure 269. 
30 Figure 271 shows a nucleotide sequence (SEQ ID NO:271) of a native sequence PR0195 cDNA, 

wherein SEQ ID NO:271 is a clone designated herein as "DNA26847-1395". 

Figure 272 shows the amino acid sequence (SEQ ID NO:272) derived from the coding sequence of SEQ 
ID NO:271 shown in Figure 271. 

Figure 273 shows a nucleotide sequence (SEQ ID NO:273) of a native sequence PR0187 cDNA, 
35 wherein SEQ ID NO:273 is a clone designated herein as "DNA27864-1155". 

Figure 274 shows the amino acid sequence (SEQ ID NO:274) derived from the coding sequence of SEQ 
ID NO:273 shown in Figure 273. 
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Figure 275 shows a nucleotide sequence (SEQ ID NO:275) of a native sequence PR0182 cDNA, 
wherein SEQ ID NO:275 is a clone designated herein as "DNA27865-109r . 

Figure 276 shows the amino acid sequence (SEQ ID NO:276) derived from the coding sequence of SEQ 
ID NO:275 shown in Figure 275. 

Figure 277 shows a nucleotide sequence (SEQ ID NO:277) of a native sequence PR0188 cDNA, 
5 wherein SEQ ID NO:277 is a clone designated herein as "DNA28497-1 130\ 

Figure 278 shows the amino acid sequence (SEQ ID NO:278) derived from the coding sequence of SEQ 
ID NO:277 shown in Figure 277. 

Figure 279 shows a nucleotide sequence (SEQ ID NO;279) of a native sequence PR0183 cDNA, 
wherein SEQ ID NO:279 is a clone designated herein as "DNA28498*'. 
10 Figure 280 shows the amino acid sequence (SEQ ID NO:280) derived from the coding sequence of SEQ 

ID NO:279 shown in Figure 279. 

Figure 281 shows a nucleotide sequence (SEQ ID NO:28l) of a native sequence PR0184 cDNA, 
wherein SEQ ID NO:28I is a clone designated herein as **DNA28500". 

Figure 282 shows the amino acid sequence (SEQ ID NO: 282) derived from the coding sequence of SEQ 
15 ID NO:281 shown in Figure 281. 

Figure 283 shows a nucleotide sequence (SEQ ID NO:283) of a native sequence PR0185 cDNA, 
wherein SEQ ID NO:283 is a clone designated herein as "DNA28503\ 

Figure 284 shows the amino acid sequence (SEQ ID NO:284) derived from the coding sequence of SEQ 
ID NO: 283 shown in Figure 283. 
20 Figure 285 shows a nucleotide sequence (SEQ ID NO:285) of a native sequence PRO200 cDNA, 

wherein SEQ ID NO:285 is a clone designated herein as "DNA29101-1122". 

Figure 286 shows the amino acid sequence (SEQ ID NO: 286) derived from the coding sequence of SEQ 
ID NO:285 shown in Figure 285. 

Figure 287 shows a nucleotide sequence (SEQ ID NO:287) of a native sequence PRO202 cDNA, 
25 wherein SEQ ID NO:287 is a clone designated herein as **DNA30869". 

Figure 288 shows the amino acid sequence (SEQ ID NO: 288) derived from the coding sequence of SEQ 
ID NO:287 shown m Figure 287. 

Figure 289 shows a nucleotide sequence (SEQ ID NO:289) of a native sequence PR0214 cDNA, 
wherein SEQ ID NO:289 is a clone designated herein as "DNA32286-119r. 
30 Figure 290 shows the amino acid sequence (SEQ ID NO:290) derived from the coding sequence of SEQ 

ID NO:289 shown in Figure 289. 

Figure 291 shows a nucleotide sequence (SEQ ID NO:291) of a native sequence PR0215 cDNA, 
wherein SEQ ID NO:291 is a clone designated herein as "DNA32288-1 132". 

Figure 292 shows the amino acid sequence (SEQ ID NO:292) derived from the coding sequence of SEQ 
35 ID NO:291 shown in Figure 291. 

Figure 293 shows a nucleotide sequence (SEQ ID NO:293) of a native sequence PR0219 cDNA, 
wherein SEQ ID NO:293 is a clone designated herein as "DNA32290-1 164". 
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Figure 294 shows the amino acid sequence (SEQ ID NO:294) derived from the coding sequence of SEQ 
ID NO:293 shown in Figure 293. 

Figure 295 shows a nucleotide sequence (SEQ ID NO;295) of a native sequence PR0211 cDNA, 
wherein SEQ ID NO:295 is a clone designated herein as "DNA32292-113r . 

Figure 296 shows the amino acid sequence (SEQ ID NO:296) derived from the coding sequence of SEQ 
5 ID NO:295 shown in Figure 295. 

Figure 297 shows a nucleotide sequence (SEQ ID NO: 297) of a native sequence PRO220 cDNA, 
wherein SEQ ID NO:297 is a clone designated herein as "DNA32298-1 132". 

Figure 298 shows the amino acid sequence (SEQ ID NO:298) derived from the coding sequence of SEQ 
ID NO: 297 shown in Figure 297. 
10 Figure 299 shows a nucleotide sequence (SEQ ID NO:299) of a native sequence PR0366 cDNA, 

wherein SEQ ID NO:299 is a clone designated herein as "DNA33085-11 10**. 

Figure 300 shows the amino acid sequence (SEQ ID NO:300) derived from the coding sequence of SEQ 
ID NO:299 shown in Figure 299. 

Figure 301 shows a nucleotide sequence (SEQ ID NO:301) of a native sequence PR0216 cDNA, 
15 wherein SEQ ID NO:301 is a clone designated herein as "DNA33087-1158". 

Figure 302 shows the amino acid sequence (SEQ ID NO:302) derived from the coding sequence of SEQ 
ID NO:301 shown in Figure 301. 

Figure 303 shows a nucleotide' sequence (SEQ ID NO:303) of a native sequence PR0221 cDNA, 
wherein SEQ ID NO:303 is a clone designated herein as "DNA33089-1132". 
20 Figure 304 shows the amino acid sequence (SEQ ID NO:304) derived from the coding sequence of SEQ 

ID NO:303 shown in Figure 303. 

Figure 305 shows a nucleotide sequence (SEQ ID NO:305) of a native sequence PR0228 cDNA, 
wherein SEQ ID NO:305 is a clone designated herein as "DN A3 3092- 1202". 

Figure 306 shows the amino acid sequence (SEQ ID NO:306) derived from the coding sequence of SEQ 
25 ID NO:305 shown in Figure 305. 

Figure 307 shows a nucleotide sequence (SEQ ID NO:307) of a native sequence PR0217 cDNA, 
wherein SEQ ID NO:307 is a clone designated herein as "DNA33094-1131 

Figure 308 shows the amino acid sequence (SEQ ID NO:308) derived from the coding sequence of SEQ 
ID NO:307 shown in Figure 307. 
30 Figure 309 shows a nucleotide sequence (SEQ ID NO:309) of a native sequence PR0222 cDNA, 

wherein SEQ ID NO:309 is a clone designated herein as "DNA33 107-1 135". 

Figure 3 10 shows the amino acid sequence (SEQ ID N0:3 10) derived from the coding sequence of SEQ 
ID NO:309 shown in Figure 309. 

Figure 311 shows a nucleotide sequence (SEQ ID NO:311) of a native sequence PR0224 cDNA, 
35 wherein SEQ ID NO:31 1 is a clone designated herein as "DNA33221-1133". 

Figure 312 shows the amino acid sequence (SEQ ID NO:3 12) derived from the coding sequence of SEQ 
ID NO:311 shown in Figure 311. 
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Figure 313 shows a nucleotide sequence (SEQ ID NO:313) of a native sequence PRO230 cDNA, 
wherein SEQ ID NO:313 is a clone designated herein as "DNA33223-1 136\ 

Figure 3 1 4 shows the amino acid sequence (SEQ ID N0:3 14) derived from the coding sequence of SEQ 
ID NO:313 shown in Figure 313. 

Figure 315 shows a nucleotide sequence (SEQ ID NO:315) of a native sequence PRO 198 cDNA. 
5 wherein SEQ ID NO:315 is a clone designated herein as "DNA33457-1078". 

Figure 316 shows the amino acid sequence (SEQ ID N0:3 16) derived from the coding sequence of SEQ 
ID NO:315 shown in Figure 315. 

Figure 317 shows a nucleotide sequence (SEQ ID NO:317) of a native sequence PR0226 cDNA, 
wherein SEQ ID N0:317 is a clone designated herein as "DNA33460-1166\ 
10 Figure 318 shows the amino acid sequence (SEQ ID NO:3 18) derived from the coding sequence of SEQ 

ID NO;317 shown in Figure 317. 

Figure 319 shows a nucleotide sequence (SEQ ID NO:319) of a native sequence PR0261 cDNA, 
wherein SEQ ID N0:319 is a clone designated herein as "DNA33473-1176". 

Figure 320 shows the amino acid sequence (SEQ ID NO:320) derived from the coding sequence of SEQ 
15 ID NO:319 shown in Figure 319. 

Figure 321 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence PR0242 cDNA, 
wherein SEQ ID NO:321 is a clone designated herein as "DNA33785-1143". 

Figure 322 shows the amino acid sequence (SEQ ID NO:322) derived from the coding sequence of SEQ 
ID NO:321 shown in Figure 321. 
20 Figure 323 shows a nucleotide sequence (SEQ ID NO:323) of a native sequence PR0227 cDNA, 

wherein SEQ ID NO:323 is a clone designated herein as "DNA33786-1132". 

Figure 324 shows the amino acid sequence (SEQ ID NO:324) derived from the coding sequence of SEQ 
ID NO:323 shown in Figure 323. 

Figure 325 shows a nucleotide sequence (SEQ ID NO:325) of a native sequence PR0237 cDNA, 
25 wherein SEQ ID N0:325 is a clone designated herein as "DNA34353-1428". 

Figure 326 shows the amino acid sequence (SEQ ID NO:326) derived from the coding, sequence of SEQ 
ID NO:325 shown in Figure 325. 

Figure 327 shows a nucleotide sequence (SEQ ID NO:327) of a native sequence PR0241 cDNA, 
wherein SEQ ID NO:327 is a clone designated herein as "DNA34392-1 170". 
30 Figure 328 shows the amino acid sequence (SEQ ID NO: 328) derived from the coding sequence of SEQ 

ID NO:327 shown in Figure 327. 

Figure 329 shows a nucleotide sequence (SEQ ID NO:329) of a native sequence PR0231 cDNA, 
wherein SEQ ID NO:329 is a clone designated herein as "DNA34434-1 139". 

Figure 330 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 
35 ID NO:329 shown in Figure 329. 

Figure 331 shows a nucleotide sequence (SEQ ID NO:331) of a native sequence PR0235 cDNA, 
wherein SEQ ID NO:331 is a clone designated herein as "DNA35558-1167". 
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Figure 332 shows the amino acid sequence (SEQ ID NO: 332) derived from the coding sequence of SEQ 
ID NO:331 shown in Figure 331. 

Figure 333 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PR0323 cDNA, 
wherein SEQ ID NO:333 is a clone designated herein as "DNA35595-1228". 

Figure 334 shows the amino acid sequence (SEQ ID NO: 334) derived from the coding sequence of SEQ 
5 ID NO:333 shown in Figure 333. 

Figure 335 shows a nucleotide sequence (SEQ ID NO:335) of a native sequence PR0245 cDNA, 
wherein SEQ ID NO:335 is a clone designated herein as "DNA35638-1216\ 

Figure 336 shows the amino acid sequence (SEQ ID NO: 336) derived from the coding sequence of SEQ 
ID NO:335 shown in Figiwe 335. 
10 Figure 337 shows a nucleotide sequence (SEQ ID NO:337) of a native sequence PR0246 cDNA, 

wherein SEQ ID NO:337 is a clone designated herein as "DNA35639-1 172". 

Figure 338 shows the amino acid sequence (SEQ ID NO:338) derived from the coding sequence of SEQ 
ID NO:337 shown in Figure 337. 

Figure 339 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PR0288 cDNA, 
15 wherein SEQ ID NO:339 is a clone designated herein as "DNA35663-1 129". 

Figure 340 shows the amino acid sequence (SEQ ID NO: 340) derived from the coding sequence of SEQ 
ID NO:339 shown in Figure 339. 

Figure 341 shows a nucleotide sequence (SEQ ID NO:341) of a native sequence PR0248 cDNA, 
wherein SEQ ID NO:341 is a clone designated herein as "DNA35674-1 142". 
20 Figure 342 shows the amino acid sequence (SEQ ID NO: 342) derived from the coding sequence of SEQ 

ID NO:341 shown in Figure 341. 

Figure 343 shows a nucleotide sequence (SEQ ID NO:343) of a native sequence PR0257 cDNA, 
wherein SEQ ID NO:343 is a clone designated herein as "DNA35841-1 173". 

Figure 344 shows the amino acid sequence (SEQ ID NO:344) derived from the coding sequence of SEQ 
25 ID NO:343 shown in Figure 343. 

Figure 345 shows a nucleotide sequence (SEQ ID NO:345) of a native sequence PR0172 cDNA, 
wherein SEQ ID N0:345 is a clone designated herein as "DNA35916-1 161". 

Figure 346 shows the amino acid sequence (SEQ ID NO:346) derived from the coding sequence of SEQ 
ID NO:345 shown in Figure 345. 
30 Figure 347 shows a nucleotide sequence (SEQ ID NO:347) of a native sequence PR0258 cDNA, 

wherein SEQ ID NO:347 is a clone designated herein as "DNA35918-1174''. 

Figure 348 shows the amino acid sequence (SEQ ID NO:348) derived from the coding sequence of SEQ 
ID NO:347 shown in Figure 347. 

Figure 349 shows a nucleotide sequence (SEQ ID NO:349) of a native sequence PR0265 cDNA, 
35 wherein SEQ ID NO:349 is a clone designated herein as "DNA36350-1158". 

Figure 350 shows the amino acid sequence (SEQ ID NO:350) derived from the coding sequence of SEQ 
ID NO:349 shown in Figure 349. 
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Figure 351 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PR0326 cDNA. 
wherein SEQ ID NO:351 is a clone designated herein as "DNA37140-1234". 

Figure 352 shows the amino acid sequence (SEQ ID NO:352) derived from the coding sequence of SEQ 
ID NO:351 shown in Figure 351. 

Figure 353 shows a nucleotide sequence (SEQ ID NO: 353) of a native sequence PR0266 cDNA, 
5 wherein SEQ ID NO:353 is a clone designated herein as "DNA37150-1 178". 

Figure 354 shows the amino acid sequence (SEQ ID NO: 354) derived from the coding sequence of SEQ 
ID NO:353 shown in Figure 353. 

Figure 355 shows a nucleotide sequence (SEQ ID NO: 355) of a native sequence PR0269 cDNA, 
wherein SEQ ID NO:355 is a clone designated herein as "DNA38260-1 180". 
10 Figure 356 shows the amino acid sequence (SEQ ID NO: 356) derived from the coding sequence of SEQ 

ID NO:355 shown in Figure 355. 

Figure 357 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR0285 cDNA, 
wherein SEQ ID NO:357 is a clone designated herein as "DNA40021-1 154". 

Figure 358 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 
15 ID NO:357 shown in Figure 357. 

Figure 359 shows a nucleotide sequence (SEQ ID NO: 359) of a native sequence PR0328 cDNA, 
wherein SEQ ID NO:359 is a clone designated herein as "DNA40587-1231". 

Figure 360 shows the amino acid sequence (SEQ ID NO:360) derived from the coding sequence of SEQ 
ID NO:359 shown in Figure 359. 
20 Figure 361 shows a nucleotide sequence (SEQ ID NO:361) of a native sequence PR0344 cDNA, 

wherein SEQ ID NO:361 is a clone designated herein as "DNA40592-1242". 

Figure 362 shows the amino acid sequence (SEQ ID NO:362) derived from the coding sequence of SEQ 
ID NO:361 shown in Figure 361. 

Figure 363 shows a nucleotide sequence (SEQ ID NO:363) of a native sequence PR0272 cDNA, 
25 wherein SEQ ID NO:363 is a clone designated herein as "DNA40620-1 183". 

Figure 364 shows the amino acid sequence (SEQ ID NO:364) derived from the coding sequence of SEQ 
ID NO:363 shown in Figure 363. 

Figure 365 shows a nucleotide sequence (SEQ ID NO:365) of a native sequence PRO301 cDNA, 
wherein SEQ ID NO:365 is a clone designated herein as "DNA40628-1216". 
30 Figure 366 shows the amino acid sequence (SEQ ID NO:366) derived from the coding sequence of SEQ 

ID NO:365 shown in Figure 365. 

Figure 367 shows a nucleotide sequence (SEQ ID NO: 367) of a native sequence PR0331 cDNA, 
wherein SEQ ID NO:367 is a clone designated herein as "DNA40981-1234". 

Figure 368 shows the amino acid sequence (SEQ ID NO:368) derived from the coding sequence of SEQ 
35 ID NO:367 shown in Figure 367. 

Figure 369 shows a nucleotide sequence (SEQ ID NO: 369) of a native sequence PR0332 cDNA, 
wherein SEQ ID NO:369 is a clone designated herein as "DNA40982-1235". 
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Figure 370 shows the amino acid sequence (SEQ ID NO:370) derived from the coding sequence of SEQ 
ID NO: 369 shown in Figure 369. 

Figure 371 shows a nucleotide sequence (SEQ ID NO:371) of a native sequence PR0353 cDNA, 
wherein SEQ ID NO:371 is a clone designated herein as **DNA4 1234-1242". 

Figure 372 shows the amino acid sequence (SEQ ID NO:372) derived from the coding sequence of SEQ 
5 ID NO:371 shown in Figure 371. 

Figure 373 shows a nucleotide sequence (SEQ ID NO: 373) of a native sequence PRO310 cDNA, 
wherein SEQ ID NO:373 is a clone designated herein as "DNA43046-1225". 

Figure 374 shows the amino acid sequence (SEQ ID NO:374) derived from the coding sequence of SEQ 
ID NO:373 shown in Figure 373. 
10 Figure 375 shows a nucleotide sequence (SEQ ID NO:375) of a native sequence PR0337 cDNA, 

wherein SEQ ID NO:375 is a clone designated herein as "DNA433 16-1237". 

Figure 376 shows the amino acid sequence (SEQ ID NO:376) derived from the coding sequence of SEQ 
ID NO:375 shown in Figure 375. 

Figure 377 shows a nucleotide sequence (SEQ ID NO:377) of a native sequence PR0346 cDNA, 
15 wherein SEQ ID NO:377 is a clone designated herein as "DNA44 167- 1243". 

Figure 378 shows the amino acid sequence (SEQ ID NO:378) derived from the coding sequence of SEQ 
ID NO:377 shown Ln Figure 377. 

Figure 379 shows a nucleotide sequence (SEQ ID NO:379) of a native sequence PRO350 cDNA, 
wherein SEQ ID NO:379 is a clone designated herein as "DNA44175-1314". 
20 Figure 380 shows the amino acid sequence (SEQ ID NO:380) derived from the coding sequence of SEQ 

ID NO:379 shown in Figure 379. 

Figure 381 shows a nucleotide sequence (SEQ ID NO:381) of a native sequence PR0526 cDNA, 
wherein SEQ ID NO:381 is a clone designated herein as "DNA44184-1319". 

Figure 382 shows the amino acid sequence (SEQ ID NO: 382) derived from the coding sequence of SEQ 
25 ID NO:381 shown in Figure 381. 

Figure 383 shows a nucleotide sequence (SEQ ID NO:383) of a native sequence PR0381 cDNA, 
wherein SEQ ID NO:383 is a clone designated herein as "DNA44194-1317". 

Figure 384 shows the amino acid sequence (SEQ ID NO:384) derived from the coding sequence of SEQ 
ID NO:383 shown in Figure 383. 
30 Figure 385 shows a nucleotide sequence (SEQ ID NO:385) of a native sequence PR0846 cDNA, 

wherein SEQ ID NO:385 is a clone designated herein as "DNA44 196- 1353". 

Figure 386 shows the amino acid sequence (SEQ ID NO:386) derived from the coding sequence of SEQ 
ID NO:385 shown in Figure 385. 

Figure 387 shows a nucleotide sequence (SEQ ID NO:387) of a native sequence PR0363 cDNA, 
35 wherein SEQ ID NO:387 is a clone designated herein as "DNA45419-1252". 

Figure 388 shows the amino acid sequence (SEQ ID NO:388) derived from the coding sequence of SEQ 
ID NO:387 shown in Figure 387. 
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Figure 389 shows a nucleotide sequence (SEQ ID NO:389) of a native sequence PR0365 cDNA. 
wherein SEQ ID NO:389 is a clone designated herein as "DNA46777-1253". 

Figure 390 shows the amino acid sequence (SEQ ID NO:390) derived from the coding sequence of SEQ 
ID NO:389 shown in Figure 389. 

Figure 391 shows a nucleotide sequence (SEQ ID NO:39I) of a native sequence PRO1310 cDNA, 
5 wherein SEQ ID NO:391 is a clone designated herein as **DNA47394-I572". 

Figure 392 shows the amino acid sequence (SEQ ID NO:392) derived from the coding sequence of SEQ 
ID NO:391 shown in Figure 391 , 

Figure 393 shows a nucleotide sequence (SEQ ID NO:393) of a native sequence PR0731 cDNA, 
wherein SEQ ID NO:393 is a clone designated herein as "DNA4833 1-1329". 
10 Figure 394 shows the amino acid sequence (SEQ ID NO:394) derived from the coding sequence of SEQ 

ID NO:393 shown in Figure 393. 

Figure 395 shows a nucleotide sequence (SEQ ID NO:395) of a native sequence PR0322 cDNA, 
wherein SEQ ID NO:395 is a clone designated herein as "DNA48336-1309". 

Figure 396 shows the amino acid sequence (SEQ ID NO:396) derived from the coding sequence of SEQ 
15 ID NO:395 shown in Figure 395. 

Figure 397 shows a nucleotide sequence (SEQ ID NO:397) of a native sequence PR0536 cDNA, 
wherein SEQ ID NO:397 is a clone designated herein as "DNA49142-1430". 

Figure 398 shows the amino acid sequence (SEQ ID NO:398) derived from the coding sequence of SEQ 
ID NO:397 shown in Figure 397. 
20 Figure 399 shows a nucleotide sequence (SEQ ID NO:399) of a native sequence PR0719 cDNA, 

wherein SEQ ID NO:399 is a clone designated herein as "DNA49646-1327". 

Figure 400 shows the amino acid sequence (SEQ ID NO:400) derived from the coding sequence of SEQ 
ID NO:399 shown in Figure 399. 

Figure 401 shows a nucleotide sequence (SEQ ID NO:401) of a native sequence PR0619 cDNA, 
25 wherein SEQ ID NO:401 is a clone designated herein as "DNA49821-1562". 

Figure 402 shows the amino acid sequence (SEQ ID NO:402) derived from the coding sequence of SEQ 
ID NO: 401 shown in Figure 401 . 

Figure 403 shows a nucleotide sequence (SEQ ID NO:403) of a native sequence PR0771 cDNA, 
wherein SEQ ID NO:403 is a clone designated herein as "DNA49829-1346". 
30 Figure 404 shows the amino acid sequence (SEQ ID NO:404) derived from the coding sequence of SEQ 

ID NO: 403 shown in Figure 403. 

Figure 405 shows a nucleotide sequence (SEQ ID NO:405) of a native sequence PRO1083 cDNA, 
wherein SEQ ID NO:405 is a clone designated herein as "DNA50921-1458". 

Figure 406 shows the amino acid sequence (SEQ ID NO:406) derived from the coding sequence of SEQ 
35 ID NO:405 shown in Figure 405. 

Figure 407 shows a nucleotide sequence (SEQ ID NO:407) of a native sequence PR0862 cDNA, 
wherein SEQ ID NO:407 is a clone designated herein as "DNA52187-1354\ 
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Figure 408 shows the amino acid sequence (SEQ ID NO:408) derived from the coding sequence of SEQ 
ID NO:407 shown in Figure 407. 

Figure 409 shows a nucleotide sequence (SEQ ID NO;409) of a native sequence PR0733 cDNA, 
wherein SEQ ID NO:409 is a clone designated herein as "DNA52196-1348". 

Figure 410 shows the amino acid sequence (SEQ ID NO:410) derived from the coding sequence of SEQ 
5 ID NO:409 shown in Figure 409. 

Figure 411 shows a nucleotide sequence (SEQ ID NO:411) of a native sequence PR01188 cDNA. 
wherein SEQ ID N0:41 1 is a clone designated herein as "DNA52598-1518". 

Figure 412 shows the amino acid sequence (SEQ ID NO:412) derived from the coding sequence of SEQ 
ID N0:41 1 shown in Figtire 41 1 . 
10 Figure 413 shows a nucleotide sequence (SEQ ID NO:413) of a native sequence PRO770 cDNA, 

wherein SEQ ID NO:413 is a clone designated herein as "DNA54228-1366". 

Figure 414 shows the amino acid sequence (SEQ ID NO:414) derived from the coding sequence of SEQ 
ID NO:4 1 3 shown in Figure 413. 

Figure 415 shows a nucleotide sequence (SEQ ID NO:415) of a native sequence PRO1080 cDNA, 
15 wherein SEQ ID NO:415 is a clone designated herein as "DNA56047-1456". 

Figure 416 shows the ammo acid sequence (SEQ ID NO;416) derived from the coding sequence of SEQ 
ID NO:415 shown in Figure 415. 

Figure 417 shows a nucleotide sequence (SEQ ID NO:417) of a native sequence PRO1017 cDNA, 
wherein SEQ ID NO:417 is a clone designated herein as "DNA561 12-1379". 
20 Figure 418 shows the amino acid sequence (SEQ ID NO:4 1 8) derived from the coding sequence of SEQ 

ID NO:417 shown in Figure 417. 

Figure 419 shows a nucleotide sequence (SEQ ID NO:419) of a native sequence PRO1016 cDNA. 
wherein SEQ ID NO:419 is a clone designated herein as "DNA56113-1378". 

Figure 420 shows the amino acid sequence (SEQ ID NO:420) derived from the coding sequence of SEQ 
25 ID NO:419 shown in Figure 419. 

Figure 421 shows a nucleotide sequence (SEQ ID NO:421) of a native sequence PR0792 cDNA, 
wherein SEQ ID NO:421 is a clone designated herein as "DNA56352-1358". 

Figure 422 shows the amino acid sequence (SEQ ID NO:422) derived from the coding sequence of SEQ 
ID NO:421 shown in Figure 421. 
30 Figure 423 shows a nucleotide sequence (SEQ ID NO:423) of a native sequence PR0938 cDNA, 

wherein SEQ ID NO:423 is a clone designated herein as "DNA56433-1406''. 

Figure 424 shows the amino acid sequence (SEQ ID NO:424) derived from the coding sequence of SEQ 
ID NO:423 shown in Figure 423. 

Figure 425 shows a nucleotide sequence (SEQ ID NO:425) of a native sequence PRO1012 cDNA, 
35 wherein SEQ ID NO:425 is a clone designated herein as "DNA56439-1376". 

Figure 426 shows the amino acid sequence (SEQ ID NO:426) derived from the coding sequence of SEQ 
ID NO:425 shown in Figure 425. 
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Figure 427 shows a nucleotide sequence (SEQ ID NO:427) of a native sequence PRO1008 cDNA, 
wherein SEQ ID NO:427 is a clone designated herein as "DNA57530-1375". 

Figure 428 shows the amino acid sequence (SEQ ID NO:428) derived from the coding sequence of SEQ 
ID NO:427 shown in Figure 427. 

Figure 429 shows a nucleotide sequence (SEQ ID Np:429) of a native sequence PRO1075 cDNA, 
5 wherein SEQ ID NO:429 is a clone designated herein as "DNA57689-1385". 

Figure 430 shows the amino acid sequence (SEQ ID NO:430) derived from the coding sequence of SEQ 
ID NO:429 shown in Figure 429. 

Figure 431 shows a nucleotide sequence (SEQ ID NO:431) of a native sequence PRO1007 cDNA, 
wherein SEQ ID NO:431 is a clone designated herein as **DNA57690-1374", 
10 Figure 432 shows the amino acid sequence (SEQ ID NO:432) derived from the coding sequence of SEQ 

ID NO:43 1 shown in Figure 43 1 . 

Figure 433 shows a nucleotide sequence (SEQ ID NO:433) of a native sequence PRO1056 cDNA, 
wherein SEQ ID NO:433 is a clone designated herein as "DNA57693-1424". 

Figure 434 shows the amino acid sequence (SEQ ID NO:434) derived from the coding sequence of SEQ 
15 ID NO:433 shown in Figure 433. 

Figure 435 shows a nucleotide sequence (SEQ ID NO:435) of a native sequence PR0791 cDNA, 
wherein SEQ ID NO:435 is a clone designated herein as "DNA57838-1337". 

Figure 436 shows the amino acid sequence (SEQ ID NO:436) derived from the coding sequence of SEQ 
ID NO: 435 shown in Figure 435. 
20 Figure 437 shows a nucleotide sequence (SEQ ID NO:437) of a native sequence PROllll cDNA, 

wherein SEQ ID NO:437 is a clone designated herein as "DNA5872 1-1475". 

Figure 438 shows the amino acid sequence (SEQ ID NO:438) derived from the coding sequence of SEQ 
ID NO:437 shown in Figure 437. 

Figure 439 shows a nucleotide sequence (SEQ ID NO:439) of a native sequence PROS 12 cDNA, 
. 25 wherein SEQ ID NO:439 is a clone designated herein as "DNA59205-1421". 

Figure 440 shows the amino acid sequence (SEQ ID NO:440) derived from the coding sequence of SEQ 
ID NO:439 shown in Figure 439. 

Figure 441 shows a nucleotide sequence (SEQ ID NO:441) of a native sequence PRO1066 cDNA, 
wherein SEQ ID NO:441 is a clone designated herein as "DNA59215-1425". 
30 Figure 442 shows the amino acid sequence (SEQ ID NO:442) derived from the coding sequence of SEQ 

ID NO: 441 shown in Figure 441. 

Figure 443 shows a nucleotide sequence (SEQ ID NO:443) of a native sequence PR01185 cDNA, 
wherein SEQ ID NO:443 is a clone designated herein as *'DNA59220-1514". 

Figure 444 shows the amino acid sequence (SEQ ID NO: 444) derived from the coding sequence of SEQ 
35 ID NO:443 shown in Figure 443. 

Figure 445 shows a nucleotide sequence (SEQ ID NO:445) of a native sequence PRO1031 cDNA, 
wherein SEQ ID NO:445 is a clone designated herein as "DNA59294-138r. 
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Figure 446 shows the amino acid sequence (SEQ ID NO:446) derived from the coding sequence of SEQ 
ID NO:445 shown in Figure 445. 

Figure 447 shows a nucleotide sequence (SEQ ID NO:447) of a native sequence PRO1360 cDNA. 
wherein SEQ ID NO:447 is a clone designated herein as "DNA59488-1603\ 

Figure 448 shows the amino acid sequence (SEQ ID NO:448) derived from the coding sequence of SEQ 
5 ID NO: 447 shown in Figure 447. 

Figure 449 shows a nucleotide sequence (SEQ ID NO:449) of a native sequence PRO1309 cDNA, 
wherein SEQ ID NO:449 is a clone designated herein as "DNA59588-157i". 

Figure 450 shows the amino acid sequence (SEQ ID NO:450) derived from the coding sequence of SEQ 
ID NO:449 shown in Figure 449. 
10 Figure 451 shows a nucleotide sequence (SEQ ID NO:451) of a native sequence PRO1107 cDNA. 

wherein SEQ ID NO:451 is a clone designated herein as "DNA5 9606- 1471", 

Figure 452 shows the amino acid sequence (SEQ ID NO:452) derived from the coding sequence of SEQ 
ID NO:451 shown in Figure 451. 

Figure 453 shows a nucleotide sequence (SEQ ID NO:453) of a native sequence PR0836 cDNA, 
15 wherein SEQ ID NO:453 is a clone designated herein as "DNA 5 9620- 1463". 

Figure 454 shows the amino acid sequence (SEQ ID NO:454) derived from the coding sequence of SEQ 
ID NO:453 shown in Figure 453. 

Figure 455 shows a nucleotide sequence (SEQ ID NO:455) of a native sequence PR01132 cDNA, 
wherein SEQ ID NO:455 is a clone designated herein as "DNA59767-1489". 
20 Figure 456 shows the amino acid sequence (SEQ ID NO: 456) derived from the coding sequence of SEQ 

ID NO:455 shown in Figure 455. 

Figure 457 shows a nucleotide sequence (SEQ ID NO:457) of a native sequence PR01131 cDNA, 
wherein SEQ ID NO:457 is a clone designated herein as "DNA59777-1480". 

Figure 458 shows the amino acid sequence (SEQ ID NO:458) derived from the coding sequence of SEQ 
25 ID NO:457 shown in Figure 457. 

Figure 459 shows a nucleotide sequence (SEQ ID NO:459) of a native sequence PRO1130 cDNA, 
wherein SEQ ID NO:459 is a clone designated herein as "DNA59814-1486". 

Figure 460 shows the amino acid sequence (SEQ ID NO: 460) derived from the coding sequence of SEQ 
ID NO:459 shown in Figure 459, 
30 Figure 461 shows a nucleotide sequence (SEQ ID NO: 461) of a native sequence PR0844 cDNA, 

wherein SEQ ID NO:461 is a clone designated herein as "DNA59839-146r . 

Figure 462 shows the amino acid sequence (SEQ ID NO:462) derived from the coding sequence of SEQ 
ID NO: 46 1 shown in Figure 461. 

Figure 463 shows a nucleotide sequence (SEQ ID NO:463) of a native sequence PR01154 cDNA. 
35 wherein SEQ ID NO:463 is a clone designated herein as "DNA59846-1503". 

Figure 464 shows the amino acid sequence (SEQ ID NO:464) derived from the coding sequence of SEQ 
ID NO:463 shown in Figure 463. 
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Figure 465 shows a nucleotide sequence (SEQ ID NO:465) of a native sequence PR01181 cDNA, 
wherein SEQ ID NO:465 is a clone designated herein as "DNA59847-15ir. 

Figure 466 shows the amino acid sequence (SEQ ID NO:466) derived from the coding sequence of SEQ 
ID NO:465 shown in Figure 465. 

Figure 467 shows a nucleotide sequence (SEQ ID NO:467) of a native sequence PR01126 cDNA, 
5 wherein SEQ ID NO:467 is a clone designated herein as "DNA60615-1483". 

Figure 468 shows the amino acid sequence (SEQ ID NO:468) derived from the coding sequence of SEQ 
ID NO:467 shown in Figure 467. 

Figure 469 shows a nucleotide sequence (SEQ ID NO:469) of a native sequence PRO 11 86 cDNA, 
wherein SEQ ID NO:469 is a clone designated herein as "DNA60621-1516". 
1 0 Figure 470 shows the amino acid sequence (SEQ ID NO :470) derived from the coding sequence of SEQ 

ID NO:469 shown in Figure 469. 

Figure 471 shows a nucleotide sequence (SEQ ID NO:471) of a native sequence PR01198 cDNA, 
wherein SEQ ID NO:471 is a clone designated herein as "DNA60622-1525\ 

Figure 472 shows the amino acid sequence (SEQ ID NO:472) derived from the coding sequence of SEQ 
1 5 ID NO:471 shown in Figure 471 . 

Figure 473 shows a nucleotide sequence (SEQ ID NO:473) of a native sequence PR01159 cDNA, 
wherein SEQ ID NO:473 is a clone designated herein as "DNA60627-1508". 

Figure 474 shows the amino acid sequence (SEQ ID NO:474) derived from the coding sequence of SEQ 
ID NO:473 shown in Figure 473. 
20 Figure 475 shows a nucleotide sequence (SEQ ID NO:475) of a native sequence PR01265 cDNA, 

wherein SEQ ID NO:475 is a clone designated herein as *'DNA60764-1533\ 

Figure 476 shows the amino acid sequence (SEQ ID NO:476) derived from the coding sequence of SEQ 
ID NO:475 shown in Figure 475, 

Figure 477 shows a nucleotide sequence (SEQ ID NO:477) of a native sequence PRO1250 cDNA, 
25 wherein SEQ ID NO:477 is a clone designated herein as "DNA60775-1532\ 

Figure 478 shows the amino acid sequence (SEQ ID NO:478) derived from the coding sequence of SEQ 
ID NO:477 shown in Figure 477. 

Figure 479 shows a nucleotide sequence (SEQ ID NO:479) of a native sequence PR01475 cDNA, 
wherein SEQ ID NO:479 is a clone designated herein as "DNA61 185-1646". 
30 Figure 480 shows the amino acid sequence (SEQ ID NO:480) derived from the coding sequence of SEQ 

ID NO:479 shown in Figure 479. 

Figure 481 shows a nucleotide sequence (SEQ ID NO:481) of a native sequence PR01312 cDNA, 
wherein SEQ ID N0:481 is a clone designated herein as "DNA61873-1574". 

Figure 482 shows the amino acid sequence (SEQ ID NO: 482) derived from the coding sequence of SEQ 
35 ID NO:481 shown in Figure 481 . 

Figure 483 shows a nucleotide sequence (SEQ ID NO:483) of a native sequence PRO1308 cDNA, 
wherein SEQ ID NO:483 is a clone designated herein as "DNA62306-1570". 
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Figure 484 shows the amino acid sequence (SEQ ID NO:484) derived from the coding sequence of SEQ 
ID NO:483 shown in Figure 483. 

Figure 485 shows a nucleotide sequence (SEQ ID NO:485) of a native sequence PR01326 cDNA, 
wherein SEQ ID NO:485 is a clone designated herein as "DNA62808-1582". 

Figure 486 shows the amino acid sequence (SEQ ID NO:486) derived from the coding sequence of SEQ 
5 ID NO:485 shown in Figure 485. 

Figure 487 shows a nucleotide sequence (SEQ ID NO:487) of a native sequence PRO! 192 cDNA, 
wherein SEQ ID NO:487 is a clone designated herein as "DNA62814-1521". 

Figure 488 shows the amino acid sequence (SEQ ID NO:488) derived from the coding sequence of SEQ 
ID NO:487 shown in Figure 487. 
10 Figure 489 shows a nucleotide sequence (SEQ ID NO:489) of a native sequence PR01246 cDNA, 

wherein SEQ ID NO:489 is a clone designated herein as "DNA64885-1529". 

Figure 490 shows the amino acid sequence (SEQ ID NO:490) derived from the coding sequence of SEQ 
ID NO:489 shown in Figure 489. 

Figure 491 shows a nucleotide sequence (SEQ ID NO:491) of a native sequence PR01356 cDNA, 
15 wherein SEQ ID NO:491 is a clone designated herein as "DNA64886-160r . 

Figure 492 shows the amino acid sequence (SEQ ID NO:492) derived from the coding sequence of SEQ 
ID NO:491 shown in Figure 491. 

Figure 493 shows a nucleotide sequence (SEQ ID NO:493) of a native sequence PR01275 cDNA, 
wherein SEQ ID NO:493 is a clone designated herein as "DNA64888-1542". 
20 Figure 494 shows the amino acid sequence (SEQ ID NO:494) derived from the coding sequence of SEQ 

ID NO:493 shown in Figure 493, 

Figure 495 shows a nucleotide sequence (SEQ ID NO:495) of a native sequence PR01274 cDNA, 
wherein SEQ ID NO:495 is a clone designated herein as "DNA64889-154r . 

Figure 496 shows the amino acid sequence (SEQ ID NO:496) derived from the coding sequence of SEQ 
25 ID NO:495 shown in Figure 495. 

Figure 497 shows a nucleotide sequence (SEQ ID NO:497) of a native sequence PR01358 cDNA. 
wherein SEQ ID NO:497 is a clone designated herein as ''DNA64890-1612". 

Figure 498 shows the amino acid sequence (SEQ ID NO: 498) derived from die coding sequence of SEQ 
ID NO:497 shown in Figure 497. 
30 Figure 499 shows a nucleotide sequence (SEQ ID NO:499) of a native sequence PR01286 cDNA, 

wherein SEQ ID NO:499 is a clone designated herein as "DNA64903-1553". 

Figure 500 shows the amino acid sequence (SEQ ID NO: 500) derived from the coding sequence of SEQ 
ID NO: 499 shown in Figure 499. 

Figure 501 shows a nucleotide sequence (SEQ ID NO:501) of a native sequence PR01294 cDNA. 
35 wherein SEQ ID NO:501 is a clone designated herein as "DNA64905-I558\ 

Figure 502 shows the amino acid sequence (SEQ ID NO:502) derived from the coding sequence of SEQ 
ID NO:501 shown in Figure 501 . 
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Figure 503 shows a nucleotide sequence (SEQ ID NO:503) of a native sequence PR01273 cDNA. 
wherein SEQ ID NO;503 is a clone designated herein as "DNA65402-I540". 

Figure 504 shows the amino acid sequence (SEQ ID NO: 504) derived from the coding sequence of SEQ 
ID NO:503 shown in Figure 503. 

Figure 505 shows a nucleotide sequence (SEQ ID NO:505) of a native sequence PR01279 cDNA, 
5 wherein SEQ ID NO:505 is a clone designated herein as "DNA65405-1547\ 

Figure 506 shows the amino acid sequence (SEQ ID NO:506) derived from the coding sequence of SEQ 
ID NO:505 shown in Figure 505. 

Figure 507 shows a nucleotide sequence (SEQ ID NO:507) of a native sequence PR01195 cDNA, 
wherein SEQ ID NO:507 is a clone designated herein as **DNA654I2-I523". 
10 Figure 508 shows the amino acid sequence (SEQ ID NO: 508) derived from the coding sequence of SEQ 

ID NO:507 shown in Figure 507, 

Figure 509 shows a nucleotide sequence (SEQ ID NO:509) of a native sequence PRO 1271 cDNA, 
wherein SEQ ID NO:509 is a clone designated herein as "DNA66309-1538". 

Figure 510 shows the amino acid sequence (SEQ ID NO: 5 10) derived from the coding sequence of SEQ 
15 ID NO:509 shown in Figure 509. 

Figure 511 shows a nucleotide sequence (SEQ ID NO:5Il) of a native sequence PR01338 cDNA. 
wherein SEQ ID NO:511 is a clone designated herein as **DNA66667-1596\ 

Figure 512 shows the amino acid sequence (SEQ ID NO:5 12) derived from the coding sequence of SEQ 
ID NO:5 1 1 shown in Figure 511. 
20 Figure 513 shows a nucleotide sequence (SEQ ID NO:513) of a native sequence PR01343 cDNA, 

wherein SEQ ID NO:513 is a clone designated herein as **DN A66675-1587\ 

Figure 514 shows the amino acid sequence (SEQ ID NO: 5 14) derived from the coding sequence of SEQ 
ID NO:513 shown in Figure 513. 

Figure 515 shows a nucleotide sequence (SEQ ID NO:515) of a native sequence PR01434 cDNA, 
25 wherein SEQ ID NO:515 is a clone designated herein as "DNA68818-2536". 

Figure 516 shows the amino acid sequence (SEQ ID NO: 5 16) derived from the coding sequence of SEQ 
ID NO:515 shovm in Figure 515. 

Figure 517 shows a nucleotide sequence (SEQ ID NO:517) of a native sequence PR01418 cDNA, 
wherein SEQ ID NO:517 is a clone designated herein as "DNA68864-1629". 
30 Figure 5 1 8 shows the amino acid sequence (SEQ ID NO:5 1 8) derived from the coding sequence of SEQ 

ID NO:517 shown in Figure 517. 

Figure 519 shows a nucleotide sequence (SEQ ID NO:519) of a native sequence PR01387 cDNA. 
wherein SEQ ID NO:519 is a clone designated herein as "DN A 68872- 1620". 

Figure 520 shows the amino acid sequence (SEQ ID NO:520) derived from the coding sequence of SEQ 
35 ID NO:519 shown in Figure 519. 

Figure 521 shows a nucleotide sequence (SEQ ID NO:521) of a native sequence PR01384 cDNA, 
wherein SEQ ID NO:521 is a clone designated herein as "DNA71 159-1617". 
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Figure 522 shows the amino acid sequence (SEQ ID NO:522) derived from the coding sequence of SEQ 
ID NO:521 shown in Figure 521. 

Figure 523 shows a nucleotide sequence (SEQ ID NO:523) of a native sequence PR01565 cDNA, 
wherein SEQ ID NO:523 is a clone designated herein as "DNA73727-1673". 

Figure 524 shows the amino acid sequence (SEQ ID NO:524) derived from the coding sequence of SEQ 
5 ID NO:523 shown in Figure 523. 

Figure 525 shows a nucleotide sequence (SEQ ID NO:525) of a native sequence PR01474 cDNA, 
wherein SEQ ID NO: 525 is a clone designated herein as "DNA73739-1645\ 

Figure 526 shows the amino acid sequence (SEQ ID NO:526) derived from the coding sequence of SEQ 
ID NO:525 shown in Figure 525. 
10 Figure 527 shows a nucleotide sequence (SEQ ID NO:527) of a native sequence PR01917 cDNA, 

wherein SEQ ID NO: 527 is a clone designated herein as "DNA76400-2528". 

Figure 528 shows the amino acid sequence (SEQ ID NO:528) derived from the coding sequence of SEQ 
ID NO:527 shown in Figure 527. 

Figure 529 shows a nucleotide sequence (SEQ ID NO:529) of a native sequence PR01787 cDNA, 
15 wherein SEQ ID NO:529 is a clone designated herein as "DNA765 10-2504". 

Figure 530 shows the amino acid sequence (SEQ ID NO:530) derived from the coding sequence of SEQ 
ID NO:529 shown in Figure 529. 

Figure 531 shows a nucleotide sequence (SEQ ID NO:531) of a native sequence PR01556 cDNA, 
wherein SEQ ID NO:531 is a clone designated herein as "DNA76529-1666". 
20 Figure 532 shows the amino acid sequence (SEQ ID NO:532) derived from the coding sequence of SEQ 

ID NO:531 shown in Figure 531. 

Figure 533 shows a nucleotide sequence (SEQ ID NO:533) of a native sequence PR01561 cDNA. 
wherein SEQ ID NO: 533 is a clone designated herein as "DNA76538-1670\ 

Figure 534 shows the amino acid sequence (SEQ ID NO: 534) derived from the coding sequence of SEQ 
25 ID NO:533 shown in Figure 533. 

Figure 535 shows a nucleotide sequence (SEQ ID NO:535) of a native sequence PR01693 cDNA, 
wherein SEQ ID NO:535 is a clone designated herein as "DNA77301-1708\ 

Figure 536 shows the amino acid sequence (SEQ ID NO:536) derived from the coding sequence of SEQ 
ID NO:535 shown in Figure 535. 
30 Figure 537 shows a nucleotide sequence (SEQ ID NO:537) of a native sequence PRO 1868 cDNA, 

wherein SEQ ID NO:537 is a clone designated herein as "DNA77624-25I5". 

Figure 538 shows the amino acid sequence (SEQ ID NO:538) derived from the coding sequence of SEQ 
ID NO:537 shown in Figure 537. 

Figure 539 shows a nucleotide sequence (SEQ ID NO:539) of a native sequence PRO1890 cDNA, 
35 wherein SEQ ID NO:539 is a clone designated herein as "DNA79230-2525\ 

Figure 540 shows the amino acid sequence (SEQ ID NO:540) derived from the coding sequence of SEQ 
ID NO:539 shown in Figure 539. 
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Figure 541 shows a nucleotide sequence (SEQ ID NO:541) of a native sequence PR01887 cDNA, 
wherein SEQ ID NO:541 is a clone designated herein as "DNA79862-2522". 

Figxire 542 shows the amino acid sequence (SEQ ID NO:542) derived from the coding sequence of SEQ 
ID NO:541 shown in Figure 541. 

Figure 543 shows a nucleotide sequence (SEQ ID NO:543) of a native sequence PR04353 cDNA, 
5 wherein SEQ ID NO:543 is a clone designated herein as "DNA80145-2594". 

Figure 544 shows the amino acid sequence (SEQ ID NO:544) derived from the coding sequence of SEQ 
ID NO: 543 shown in Figure 543. 

Figure 545 shows a nucleotide sequence (SEQ ID NO:545) of a native sequence PRO1801 cDNA, 
wherein SEQ ID NO:545 is a clone designated herein as "DNA8350O-25O6". 
10 Figure 546 shows the amino acid sequence (SEQ ID NO:546) derived from the coding sequence of SEQ 

ID NO:545 shown in Figure 545. 

Figure 547 shows a nucleotide sequence (SEQ ID NO:547) of a native sequence PR04357 cDNA, 
wherein SEQ ID NO:547 is a clone designated herein as "DNA849 17-2597". 

Figure 548 shows the amino acid sequence (SEQ ID NO:548) derived from the coding sequence of SEQ 
15 ID NO:547 shown in Figure 547. 

Figure 549 shows a nucleotide sequence (SEQ ID NO:549) of a native sequence PRO4302 cDNA, 
wherein SEQ ID NO:549 is a clone designated herein as "DNA922 18-2554". 

Figure 550 shows the amino acid sequence (SEQ ID NO:550) derived from the coding sequence of SEQ 
ID NO:549 shown in Figure 549. 

20 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Defmitions 

The terms "PRO polypeptide" and "PRO" as used herein and when inmiediately followed by a 
numerical designation refer to various polypeptides, wherein the complete designation (ix. , PRO/number) refers 

25 to specific polypeptide sequences as described herein. The terms **PRO/number polypeptide" and 
"PRO/number" wherein the term "number" is provided as an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are further defmed herein). The PRO 
polypeptides described herein may be isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. The term "PRO polypeptide" refers to 

30 each individual PRO/number polypeptide disclosed herein. All disclosures in this specification which refer to 
the "PRO polypeptide" refer to each of the polypeptides individually as well as jointly. For example, 
descriptions of the preparation of, purification of, derivation of, formation of antibodies to or against, 
administration of, compositions containing, treatment of a disease with, etc. . pertain to each polypeptide of the 
invention individually. The term "PRO polypeptide" also includes variants of the PRO/number polypeptides 

35 disclosed herein. 

A "native sequence PRO polypeptide" comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
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isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide" specifically encompasses naturally-occurring truncated or secreted forms of the specific PRO 
polypeptide (e.g. . an extracellular domain sequence), naturally-occurring variant forms (e.g., alternatively 
spliced forms) and naturally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PRO polypeptides disclosed herein are mature or full-length native sequence 
5 polypeptides comprising the full-length amino acids sequences shown in the accompanying figures. Start and 
stop codons are shown in bold font and underlined in the figures. However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with methionine residues designated herein as amino 
acid position I in the figures, it is conceivable and possible that other methionine residues located either upstream 
or downstream from the amino acid position 1 in the figures may be employed as the starting amino acid residue 

10 for the PRO polypeptides. 

The PRO polypeptide extracellular domain" or "ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide ECD will have 
less than 1% of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 
such domains. It will be understood that any transmembrane domains identified for the PRO polypeptides of 

15 the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 
extracellular domain of a PRO polypeptide may contain from about 5 or fewer amino acids on either side of the 
transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 

20 polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are comtemplated 
by the present invention. 

The approximate location of the "signal peptides" of the various PRO polypeptides disclosed herein are 
shown in the present specification and/or the accompanying figures. It is noted, however, that the C-tenninal 
boundary of a signal peptide may vary, but most likely by no more than about 5 amino acids on either side of 

25 the signal peptide C-terminal boundary as initially identified herein, wherein the C-terminal boundary of the 
signal peptide may be identified pursuant to criteria routinely employed in the art for identifying that type of 
amino acid sequence element (e.g., Nielsen et al., Prot. Ene. 10: 1 -6 (1997) and von Heinje et al., Nucl. Acids. 
Res. 14:4683-4690 (1986)). Moreover, it is also recognized that, in some cases, cleavage of a signal sequence 
from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. These mamre 

30 polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on either side of the 
C-terminal boundary of the signal peptide as identified herein, and the polynucleotides encoding them, are 
contemplated by the present invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defmed above or below having at least 
about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 

35 disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment of 
a full-length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
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instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 
terminus of the full-length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, alternatively at least about 81% amino acid sequence identity, 
alternatively at least about 82% amino acid sequence identity, alternatively at least about 83% amino acid 
sequence identity, alternatively at least about 84% amino acid sequence identity, alternatively at least about 85 % 
5 amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, alternatively at least 
about 87% amino acid sequence identity, alternatively at least about 88% amino acid sequence identity, 
alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% amino acid 
sequence identity, alternatively at least about 91 % amino acid sequence identity, alternatively at least about 92% 
amino acid sequence identity, alternatively at least about 93 % amino acid sequence identity, alternatively at least 

10 about 94% amino acid sequence identity, alternatively at least about 95% amino acid sequence identity, 
alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% amino acid 
sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at least about 
99% amino acid sequence identity to a full-length native sequence PRO polypeptide sequence as disclosed herein, 
a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 

15 polypeptide, with or without the signal peptide, as disclosed herein or any other specifically defined fragment 
of a full-length PRO polypeptide sequence as disclosed herein. Ordinarily, PRO variant polypeptides are at least 
about 10 amino acids in length, alternatively at least about 20 amino acids in length, alternatively at least about 
30 amino acids in length, alternatively at least about 40 amino acids in length, alternatively at least about 50 
amino acids in length, alternatively at least about 60 amino acids in length, alternatively at least about 70 amino 

20 acids in length, alternatively at least about 80 amino acids in length, alternatively at least about 90 amino acids 
in length, alternatively at least about 100 amino acids in length, alternatively at least about 150 amino acids in 
length, alternatively at least about 200 amino acids in length, alternatively at least about 300 amino acids in 
length, or more. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
25 herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
30 available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 
skilled in the art can determine appropriate parameters for measuring alignment, including any algorithms needed 
to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
however, % amino acid sequence identity values are generated using the sequence comparison computer program 
ALIGN-2, wherein the complete source code for the ALIGN-2 program is provided in Table 1 below. The 
35 ALIGN-2 sequence comparison computer program was authored by Genentech, Inc. and the source code shown 
in Table 1 below has been filed with user documentation in the U.S. Copyright Office, Washington D.C. , 20559, 
where it is registered under U.S. Copyright Registration No. TXU510087. The ALIGN-2 program is publicly 
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available through Genentech, Inc., South San Francisco, California or may be compiled from the source code 
provided in Table 1 below. The ALIGN-2 program should be compiled for use on a UNIX operating system, 
preferably digital UNIX V4.0D, All sequence comparison parameters are set by the ALIGN-2 program and 
do not vary. 

In situations where ALIGN-2 is employed for amino acid sequence comparisons, the % amino acid 
5 sequence identity of a given amino acid sequence A to. with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

100 times the fraction XA" 

10 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALIGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 
B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity of 

15 B to A. As examples of % amino acid sequence identity calculations using this method. Tables 2 and 3 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
** Comparison Protein" to the amino acid sequence designated "PRO", wherein "PRO" represents the amino acid 
sequence of a hypothetical PRO polypeptide of interest, "Comparison Protein" represents the amino acid 
sequence of a polypeptide against which the "PRO" polypeptide of interest is being compared, and "X, " Y" and 

20 "Z" each represent different hypothetical amino acid residues. 

Unless specifically stated otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the inmiediately preceding paragraph using the ALIGN-2 computer program. However, % amino 
acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 computer 
program (Altschul et al.. Methods in Enzvmolo2v 266:460^80 (1996)). Most of the WU-BLAST-2 search 

25 parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, are set 
with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 1 1, and scoring 
matrix = BLOSUM62. When WU-BLAST-2 is employed, a % amino acid sequence identity value is 
determined by dividing (a) the number of matching identical amino acid residues between the amino acid 
sequence of the PRO polypeptide of interest having a sequence derived from the native PRO polypeptide and 

30 the comparison amino acid sequence of interest (i.e. , the sequence against which the PRO polypeptide of interest 
is being compared which may be a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) the total 
number of amino acid residues of the PRO polypeptide of interest. For example, in the statement "a polypeptide 
comprising an the amino acid sequence A which has or having at least 80% amino acid sequence identity to the 
amino acid sequence B", the amino acid sequence A is the comparison amino acid sequence of interest and the 

35 amino acid sequence B is the amino acid sequence of the PRO polypeptide of interest. 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et ah. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
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comparison program may be downloaded from http://www.ncbi.nlm.nih.gov or otherwise obtained from the 
National Institute of Health, Bethesda, MD. NCBI-BLAST2 uses several search parameters, wherein all of those 
search parameters are set to default values including, for example, unmask = yes, strand = all. expected 
occurrences == 10, minimum low complexity length = 15/5, multi-pass e-value = 0,01, constant for multi-pass 
= 25, dropoff for fmal gapped alignment = 25 and scoring matrix = BLOSUM62. 
5 In situations where NCBI-BLAST2 is employed for amino acid sequence comparisons, the % amino 

acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B 
(which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

10 100 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's alignment of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino 
15 acid sequence B, the 7c amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A. 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO pol3npeptide 

20 sequence as disclosed herein, a flill -length native sequence PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, 
alternatively at least about 81% nucleic acid sequence identity, alternatively at least about 82% nucleic acid 

25 sequence identity, alternatively at least about 83 % nucleic acid sequence identity, alternatively at least about 84 % 
nucleic acid sequence identity, alternatively at least about 85% nucleic acid sequence identity, alternatively at 
least about 86% nucleic acid sequence identity, alternatively at least about 87% nucleic acid sequence identity, 
alternatively at least about 88% nucleic acid sequence identity, alternatively at least about 89% nucleic acid 
sequence identity, alternatively at least about 90% nucleic acid sequence identity, alternatively at least about 91 % 

30 nucleic acid sequence identity, alternatively at least about 92% nucleic acid sequence identity, alternatively at 
least about 93% nucleic acid sequence identity, alternatively at least about 94% nucleic acid sequence identity, 
alternatively at least about 95% nucleic acid sequence identity, alternatively at least about 96% nucleic acid 
sequence identity, alternatively at least about 97% nucleic acid sequence identity, alternatively at least about 98 % 
nucleic acid sequence identity and alternatively at least about 99% nucleic acid sequence identity with a nucleic 

35 acid sequence encoding a full-length native sequence PRO polypeptide sequence as disclosed herein, a full-length 
native sequence PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain 
of a PRO polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a full- 
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length PRO polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide 
sequence. 

Ordinarily. PRO variant polynucleotides are at least about 30 nucleotides in length, alternatively at least 
about 60. nucleotides in length, alternatively at least about 90 nucleotides in length, alternatively at least about 
120 nucleotides in length, alternatively at least about 150 nucleotides in length, alternatively at least about 180 
5 nucleotides in length, alternatively at least about 210 nucleotides in length, alternatively at least about 240 
nucleotides in length, alternatively at least about 270 nucleotides in length, alternatively at least about 300 
nucleotides in length, alternatively at least about 450 nucleotides in length, alternatively at least about 600 
nucleotides in length, alternatively at least about 900 nucleotides in length, or more. 

"Percent (%) nucleic acid sequence identity" with respect to PRO-encoding nucleic acid sequences 

10 identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 

15 software. For purposes herein, however, % nucleic acid sequence identity values are generated using the 
sequence comparison computer program ALIGN-2. wherein the complete source code for the ALIGN-2 program 
is provided in Table 1 below. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Inc. and the source code shown in Table 1 below has been filed with user documentation in the U.S. 
Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 

20 TXU5 10087. The ALlGN-2 program is publicly available through Genentech. Inc., South San Francisco, 
California or may be compiled from the source code provided in Table 1 below. The ALIGN-2 program should 
be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence comparison 
parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 

25 sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

30 

where Wis the number of nucleotides scored as identical matches by the sequence alignment program ALIGN-2 
in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
35 C. As examples of % nucleic acid sequence identity calculations. Tables 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated "Comparison DNA** to the nucleic 
acid sequence designated "PRO-DNA"*, wherein "PRO-DNA" represents a hypothetical PRO-encoding nucleic 
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acid sequence of interest, "Comparison DNA" represents the nucleotide sequence of a nucleic acid molecule 
against which the "PRO-DNA" nucleic acid molecule of interest is being compared, and "N". "L" and "V" each 
represent different hypothetical nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % 
5 nucleic acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 
computer program (Altschul et al.. Methods in Enzvmologv 266:460-480 (1996)). Most of the WU-BLAST-2 
search parameters are set to the default values. Those not set to default values, i.e. , the adjustable parameters, 
are set with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) =11. and 
scoring matrix = BLOSUM62. When WTJ-BLAST-2 is employed, a % nucleic acid sequence identity value 

10 is determined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence 
of the PRO polypeptide-encoding nucleic acid molecule of interest having a sequence derived from the native 
sequence PRO polypeptide-encoding nucleic acid and the comparison nucleic acid molecule of interest (i.e., the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 

15 of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence B**, the nucleic acid sequence A is the comparison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 
encoding nucleic acid molecule of interest. 

20 Percent nucleic acid sequence identity may also be determined using the sequence comparison program 

NCBI-BLAST2 (Altschul et al.. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from hnp://www.ncbi. nlm.nih.gov or otherwise obtained from the 
National Institute of Health, Bethesda, MD. NCBI-BLAST2 uses several search parameters, wherein all of those 
search parameters are set to default values including, for example, unmask ~ yes, strand = all, expected 

25 occurrences = 10, minimum low complexity length = 15/5, multi-passe-value = 0.01, constant for multi-pass 
= 25, dropoff for final gapped alignment = 25 and scoring matrix = BLOSUM62. 

In situations where NCBI-BLAST2 is employed for sequence comparisons, the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 

30 sequence identity to. with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence alignment program NCBI- 
35 BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will 
be appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
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c. 

In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 
5 "Isolated, " when used to describe the various polypeptides disclosed herein, means polypeptide that has 

been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 

10 15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

15 An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is a 

nucleic acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 
polypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nucleic acid molecules therefore are distinguished from the specific polypeptide- 

20 encoding nucleic acid molecule as it exists in natural cells. However, an isolated polypeptide-encoding nucleic 
acid molecule includes polypeptide-encoding nucleic acid molecules contained in cells that ordinarily express the 
polypeptide where, for example, the nucleic acid molecule is in a chromosomal location different from that of 
natural cells. 

The term "control sequences" refers to DNA sequences necessary for the expression of an operably 
25 linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 
are known to utilize promoters, polyadenylation signals, and enhancers. 

Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 
acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
30 polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 
"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. Linking is 
35 accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 
adaptors or linkers are used in accordance with conventional practice. 
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The term "antibody" is used in the broadest sense and specifically covers, for example, single anti-PRO 
monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
compositions with polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from a 
population of substantially homogeneous antibodies, i.e., the individual antibodies comprising the population are 
5 identical except for possible naturally-occurring mutations that may be present in minor amounts. 

"Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the an, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 

10 complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 
more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
hybridization reactions, see Ausubel et al.. Current Protocols in Molecular Biology , Wiley Interscience 

15 Publishers. (1995). 

'Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that: (1) employ low ionic strength and high temperature for washing, for example 0.015 M sodium 
ch!oridc/0.0015 M sodium citrate/0.1% sodium dodecyl sulfate at SO'^C; (2) employ during hybridization a 
dcnamring agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 

20 albumin/0. 1 % Ficoll/0. 1 % polyvinylpyrrolidone/50mM sodium phosphate buffer at pH 6.5 with 750 mM sodiimi 
chloride, 75 mM sodiimi citrate at 42°C; or (3) employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, 
sonicated salmon sperm DNA (50 Mg/ml). 0.1 % SDS, and 10% dextran sulfate at 42°C, with washes at 42''C 
in 0.2 x SSC (sodium chloride/sodium citrate) and 50% formamide at 55 °C, followed by a high-stringency wash 

25 consisting of 0.1 x SSC containing EDTA at 55 °C. 

"Moderately stringent conditions" may be identified as described by Sambrook et al.. Molecular 
Cloning: A Laboratorv Manual , New York: Cold Spring Harbor Press, 1989. and include the use of washing 
solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 
described above. An example of moderately stringent conditions is overnight incubation at 37°C in a solution 

30 comprising: 20% formamide, 5 x SSC (150 mM NaCl, 15 mM trisodium citrate), 50 mM sodium phosphate (pH 
7.6), 5 X Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 
followed by washing the filters in 1 x SSC at about 37-50'*C, The skilled artisan will recognize how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric polypeptide comprising a PRO 

35 polypeptide fused to a "tag polypeptide" . The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is shon enough such that it does not interfere with activity of the polypeptide 
to which it is fused. The tag polypeptide preferably also is fairly unique so that the antibody does not 
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substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
5 constant domains. Structurally, the immunoadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
ligand. The inmiunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 
10 immunoglobulin, such as IgG-1, IgG-2, IgG-3, or IgG-4 subtypes, IgA (including IgA-1 and IgA-2), IgE, IgD 
or IgM. 

"Active" or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immunological activity of native or naturally-occurring PRO, wherein "biological" activity 
refers to a biological function (either inhibitory or stimulatory) caused by a native or naturally-occurring PRO 
15 other than the ability to induce the production of an antibody against an antigenic epitope possessed by a native 
or namrally-occurring PRO and an "immunological" activity refers to the ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or namrally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 
20 manner, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, anti sense oligonucleotides, small organic molecules, etc. Methods for 
identifying agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 
25 candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down (lessen) the targeted pathologic condition or disorder. Tliose in need of 
treatment include those already with the disorder as well as those prone to have the disorder or those in whom 
30 the disorder is to be prevented. 

"Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
"Intermittent" administration is treatment that is not consecutively done without interruption, but rather is cyclic 
in namre, 

35 "Mammal" for purposes of treatment refers to any animal classified as a mammal, including hiunans, 

domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is human. 
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Administration "in combination with" one or more further therapeutic agents includes simultaneous 
(concurrent) and consecutive administration in any order. 

"Carriers" as used herein include pharmaceutically acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
5 acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
10 forming counterions such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
and PLURONICS™. 

"Antibody fragments" comprise a ponion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab. Fab*, F(ab*)2, and Fv 
fragments; diabodies; linear antibodies (Zapata et al.. Protein Eng. 8(10): 1057-1062 [1995]); single-chain 

15 antibody molecules; and multispecific antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 
fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab*)2 fragment that has two antigen-combining sites 
and is still capable of cross-linking antigen. . 

20 "Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 

site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to defme an antigen- 
binding site on the surface of the V^-Vl dimer. Collectively, the six CDRs confer antigen-binding specificity 
to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 

25 for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 
site. 

The Fab fragment also contains the constant domain of the light chain and the first constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
carboxy terminus of the heavy chain CHI domain including one or more cysteines from the antibody hinge 
30 region. Fab' -SH is the designation herein for Fab* in which the cysteine residue(s) of the constant domains bear 
a free thiol group. F(ab*)2 antibody fragments originally were produced as pairs of Fab* fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
35 domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
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IgM, and several of these may be further divided into subclasses (isotypes). e.g., IgGl . IgG2. IgG3, IgG4, IgA, 
and IgA2. 

"Single-chain Fv" or "sFv" antibody fragmeniscomprise the V„ and Vl domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the Vh and Vl domains which enables the sFv to form the desired structure for 
5 antigen binding . For a review of sFv, see Pluckthun in The Pharmacology of Monoclonal Antibodies , vol . 113, 
Rosenburg and Moore eds.. Springer- Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy -chain variable domain (Vh) connected to a light-chain variable domain (VJ in the 
same polypeptide chain (Vh-VJ. By using a linker that is too short to allow pairing between the two domains 

10 on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, for example. EP 404,097; WO 93/1 1161; and 
Hollingcr et al.. Proc. Natl. Acad. Sci. USA . 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 

15 would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proieinaceous or nonproteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 
lo greater than 95% by weight of antibody as determined by the Lowry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-terminal or internal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 

20 nonreducing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes the antibody 
in sim within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 

An antibody that "specifically binds to" or is "specific for" a particular polypeptide or an epitope on 
a particular polypeptide is one that binds to that particular polypeptide or epitope on a particular polypeptide 

25 without substantially binding to any other polypeptide or polypeptide epitope. 

The word "label " when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compoimd or composition which is detectable. 

30 By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 

adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g., 
controlled pore glass), polysaccharides (e.g., agarose), polyacrylamides, polystyrene, polyvinyl alcohol and 
silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography colunm). This term also includes 

35 a discontinuous solid phase of discrete panicles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
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components of the liposome are commonly arranged in a biiayer formation, similar to the lipid arrangement of 
biological membranes. 

A "small molecule" is defmed herein to have a molecular weight below about 500 Daltons. 

An "effective amount of a polypeptide disclosed herein or an agonist or antagonist thereof is an amount 
sufficient to carry out a specifically stated purpose. An "effective amount" may be detennined empirically and 
in a routine manner, in relation to the stated purpose. 
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Table 1 
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35 



* C-C increased from 12 to 15 

* Z is average of EQ 

* B is average of ND 

* match with stop is _M; stop-stop = 0; J (joker) match = 0 
*/ 

^define _M -8 /* value of a match with a stop */ 



bit 

/* a" 

/* A */ 
/*B */ 
/* C */ 
/* D */ 
/*E*/ 
/* F*/ 
/* G */ 
/* H */ 
/* T */ 
/* J */ 
/* K */ 
/* L*/ 
/* M */ 
/* N */ 

/*o*/ 

/* P */ 
/* Q */ 
/* R */ 
/* S */ 
/* T */ 
/* U */ 
/* V */ 
/* W */ 
/* X */ 
/* Y */ 
/* Z*/ 

}; 



.day[26][26] = { 

BCDEFGHIJKLMNOPQRSTUVWXYZ*/ 
2, 0.-2, 0, 0.-4. l.-l.-l, 0.-1,-2.-1. 0._M. 1, 0.-2, 1. 1, 0. 0.-6. 0.-3, 0}. 
0, 3.-4. 3. 2.-5. 0, 1.-2. 0. 0,-3.-2. 2._M.-1, 1, 0, 0, 0. 0.-2.-5. 0.-3, 1}, 
•2,-4,15.-5.-5.-4,-3.-3.-2. 0.-5,-6.-5.-4 ._M.-3.-5. -4, 0,-2, 0,-2.-8, 0, 0,-5}, 
0, 3.-5, 4. 3,-6, 1, 1.-2, 0. 0,-4.-3, 2,_M,-1. 2.-1, 0, 0. 0,-2.-7, 0,-4, 2}. 

0, 2,-5. 3. 4.-5. 0, 1.-2. 0. 0.-3,-2, l._M.-l, 2.-1. 0. 0, 0.-2.-7, 0.-4. 3}, 
-4,-5,-4,-6.-5. 9,-5,-2. 1, 0.-5, 2, 0,-4 ._M,-5, -5,-4. -3.-3. 0,-1, 0, 0, 7,-5}, 

1. 0,-3. 1. 0,-5, 5,-2.-3, 0,-2.-4,-3. 0,„M.-l.-l.-3, 1. 0, 0.-1,-7. 0,-5. 0}. 
1, 1.-3, 1. 1.-2,-2, 6,-2, 0, 0.-2.-2, 2._M. 0, 3. 2.-1,-1, 0.-2.-3. 0, 0, 2}, 

-1,-2.-2,-2,-2. 1,-3,-2. 5. 0.-2. 2, 2.-2 ,_M, -2, -2,-2,-1. 0, 0. 4,-5, 0.-1.-2}. 

0. 0, 0, 0, 0, 0. 0, 0. 0. 0, 0. 0, 0. 0,_M, 0. 0, 0, 0. 0, 0. 0. 0. 0, 0. 0}. 

1, 0.-5. 0, 0.-5.-2. 0,-2. 0. 5.-3. 0. l._M,-l. 1. 3, 0, 0. 0.-2.-3. 0.-4, 0}, 
■2,-3,-6.^,-3, 2.-*,-2, 2. 0,-3, 6. 4,-3,^M.-3,-2,-3,-3,-l, 0, 2.-2. 0.-1.-2}. 
1,-2,-5,-3,-2, 0,-3,-2. 2, 0. 0. 4. 6.-2,_M,-2,-l, 0,-2.-1, 0, 2,-4, 0,-2,-1}, 
0, 2,-4. 2. 1,-4, 0, 2.-2. 0, 1.-3,-2. 2,_M,-1. 1. 0, 1. 0, 0,-2,-4, 0.-2, 1}, 

{_M._M._M,_M,_M._M._M,_M._M._M._M,_M,_M,_M, 0,_M,_M,_M,_M,_M,_M,_M,_M._M,_M,_M}, 
' 1,-1.-3.-1,-1,-5,-1,0.-2, 0,-1.-3.-2.-1. _M, 6, 0.0, 1,0,0,-1,-6,0,-5,0}. 

0, 1,-5. 2, 2.-5.-1, 3.-2. 0. 1,-2.-1, l._M. 0. 4. 1,-1,-1, 0.-2.-5, 0,-4, 3}. 
-2. 0.-4.-1,-1,-4.-3, 2.-2. 0, 3.-3. 0. 0._M. 0. 1. 6, 0,-1, 0.-2. 2, 0,-4. 0}, 

1. 0, 0, 0. 0,-3, 1,-1,-1, 0. 0.-3,-2, 1,_M. 1,-1, 0. 2, 1, 0,-1,-2, 0.-3. 0}, 

1, 0,-2. 0. 0.-3, O.-l, 0. 0. 0,-1,-1. 0._M, 0.-1,-1, 1. 3, 0. 0,-5, 0.-3. 0}, 

0. 0. 0. 0. 0, 0. 0, 0, 0. 0, 0. 0, 0, 0._^M, 0, 0, 0, 0. 0. 0, 0, 0. 0. 0. 0}. 

0.-2,-2.-2,-2,-1.-1.-2. 4. 0,-2, 2. 2,-2._M,-l.-2,-2,-l, 0, 0. 4.-6, 0.-2.-2}. 
-6.-5.-8.-7,-7, 0.-7.-3.-5, 0,-3,-2.-4,-4._M.-6,-5, 2,-2.-5, 0.-6.17. 0. 0,-6}. 

0, 0. 0. 0, 0, 0. 0. 0. 0, 0. 0, 0. 0, 0, M, 0, 0. 0, 0, 0, 0, 0, 0, 0. 0, 0}, 
-3,-3. 0.-4,-4. 7.-5, O.-l, 0,-4.-1 .-2,-2,_M,-5.-4,-4.-3.-3, 0.-2, 0. 0.10,4}, 

0, 1,-5. 2. 3.-5. 0, 2.-2, 0, 0.-2.-1. 1. M. 0, 3, 0. 0, 0, 0.-2.-6. 0.-4, 4} 
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Table 1 (conV) 
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^include <stdio.h> 






/^include <ctype.h> 






#define MAXJMP 


16 


/* max jumps in a dlag */ 






f Wjli I LUIlLlIluC lU pcilallZX? gapo ml^Ci Ulali Ullo / 


#define JMPS 


1024 


/* max jmps in an path */ 


#define MX 


4 


/* save if there's at least MX-1 bases since last jmp */ 


#define DMAT 


3 


/* value of matching bases */ 


ffdeVine DMIS 


0 


/* penalty for mismatched bases */ 


#derine DINSO 


8 


/* penally for a gap */ 


^define DINS! 


1 


/* penalty per base */ 


^define PINSO 


8 


/* penalty for a gap */ 


^define PINSl 


4 


/* penalty per residue */ 


struct jmp { 







}; 



short n[MAXJMP]; /* size of jmp (neg for dely) */ 

unsigned short x[MAXJMPJ; /* base no. of jmp in seq x */ 

/* limits seq to 2*16-1 */ 
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struct diag { 








int 


score; 


/* score at last jmp */ 




long 


offset; 


/* offset of prev block */ 




short 


ijmp; 


/* current jmp index */ 


}; 


struct jmp jp; 


/* list of jmps */ 


struct path { 








int 


spc; . /* 


number of leading spaces */ 




short 


nlJMPS];/* size of jmp (gap) */ 


}: 


int 


x[JMPS];/* loc of jmp (last elem before gap) */ 


char 




*ofiIe; 


/* output file name */ 


char 




*namex[21; 


/* seq names: getseqs() */ 


char 




*prog; 


/* prog name for err msgs */ 


char 




*seqx[2]; 


/* seqs: getseqsQ */ 


int 




dmax; 


/* best diag: nwQ */ 


int 




dmaxO; 


/* final diag */ 


int 




dna; 


/* set if dna: mainQ */ 


int 




endgaps; 


/* set if penalizing end gaps */ 


int 




gapx, gapy; 


/* total gaps in seqs */ 


int 




lenO. lenl; 


/♦ seq lens */ 


int 




ngapx, ngapy; 


/* total size of gaps */ 


int 




smax; 


/* max score: nw() */ 


int 




*xbm; 


/* bitmap for matching */ 


long 




offset; 


/* current offset in jmp file */ 


struct 


diag 


*dx; 


/* holds diagonals */ 


struct 


path 


pp[2]; 


/* holds path for seqs */ 


char 




*calloc(), *malloc(). 


*indexO, *strcpy(); 


char 




*getseq(). *g_calloc(); 
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Table 1 fcont^) 

/* Needleman-Wunsch alignment program 

* usage: progs filel file2 

* where filel and file2 are two dna or two protein sequences. 

* The sequences can be in upper- or lower-case an may contain ambiguity 

* Any lines beginning with ';','>' or * < * are ignored 

* Max file length is 65535 (limited by unsigned shon x in the jmp struct) 

* A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 

* Output is in the file "align. out" 



* The program may create a tmp file in /tmp to hold info about traceback. 

* Original version developed under BSD 4.3 on a vax 8650 
*/ 

^include "nw.h" 
15 ^include "day.h" 



static _dbval[26] = { 

1 . 14.2, 13.0,0,4, 1 1 .0.0. 12,0,3. 15.0.0.0,5,6.8.8,7.9.0. 10,0 

}; 



static _pbval[26] = { 

1, 2|(1 < <( 'D'-'A0 )|(1< <('N'-'A')), 4, 8. 16. 32. 64, 
128. 256. OxFFFFFFF, 1< < 10. 1< < 11, 1< < 12. 1< < 13, 1< < 14. 
1<<15. 1<<16. 1<<17. 1<<18, 1<<19, 1<<20, 1<<21. 1< <22, 
25 1< <23, 1< <24, 1< <25|(1< <(*E'-*A'))|(1< <('Q'-*A')) 

}; 

main(ac, av) main 
int ac; 
30 char *avn; 

{ 

prog = av[0]; 
if(ac!=3){ 

fiprintf(stderr, "usage: %s filel file2\n". prog); 
35 fprintf(stderr, "where filel and file2 are two dna or two protein sequences, \n"); 

fiprintf(stderr,"The sequences can be in upper- or lower-case\n"); 
fprintf(stderr,"Any lines beginning with •;' or ' <* are ignored\n"); 
£printf(stderr, "Output is in the file \ " align. out\"\n"); 
exit(l); 

40 } 

namex[0] = av[l]; 
namex[l] = avl2]; 
seqx[0] = getseq(namex[0], &lenO); 
seqx[l] = getseq(namex[l], &lenl); 
45 xbm = (dna)? .dbval : j>bval; 

endgaps = 0; /* 1 to penalize endgaps */ 

ofile = "align.out"; _/* output file */ 

50 nwO; /* fill in the matrix, get the possible jmps */ 

readjmpsO; /* get the actual jmps */ 

printO; /* print stats, alignment */ 



55 



cleanup(O); /* unlink any tmp files */ 
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Table 1 (conV) 

I* do the alignment, return best score: mainQ 

* dna: values in Fitch and Smith, PNAS, 80, 1382-1386, 1983 

* pro: PAM 250 values 

* When scores are equal, we prefer mismatches to any gap, prefer 

* a new gap to extending an ongoing gap. and prefer a gap in seqx 

* to a gap in seq y. 
*/ 

nwO 

{ 



char 


*px. *py; 


/* seqs and ptrs */ 


int 


*ndely. *dely; 


/* keep track of dely */ 


int 


ndelx, delx; 


/* keep track of delx */ 


int 


*tmp; 


/* for swapping rowO, rowl */ 


int 


mis; 


/* score for each type */ 


int 


insO, insl; 


/* insertion penalties */ 


register 


id; 


/* diagonal index */ 


register 


ij; 


/* jmp index */ 


register 


*coIO, *coll; 


/* score for curr, last row */ 


register 


XX, yy; 


/* index into seqs */ 



dx = (struct diag *)g_canoc(''to get diags". lenO-flenl + 1, sizeof(struct diag)); 



ndely = (int *)g_calloc(''to get ndely", lenl + I, sizeof(int)); 
dely = (int *)g_canocC*to get dely", lenl + 1, sizeof(int)); 
25 colO = (int *)g_calloc("to get colO", lenl + 1 , sizeof(int)); 

coll = (int *)g_calloc("to get coll", lenl -hi, sizeof(int)); 
insO = (dna)? DINSO : PINSO; 
insl = (dna)? DINSl : PINSl; 

30 smax = -10000; 

if (endgaps) { 

for (colO[0] = dely[0] = -insO, yy = 1; yy < = lenl; yy+H-) { 
col0[yy] = dely[yy] = colO[yy-l] - insl; 
ndely [yy] = yy; 

35 } 

colO[0] = 0; /* Waterman Bull Math Biol 84 */ 

} 

else 

for (yy = 1; yy < = lenl; yy+ +) 
40 dely[yy] = -insO; 

/* fill in match matrix 
*/ 

for (px = seqx[0], xx = 1; xx < = lenO; pxH- xx-l- -(-) { 
45 /* initialize first entry in col 

*/ 

if (endgaps) { 

if (XX == 1) 

coll[0] = delx = -(insO + insl); 

50 else 

coll(0] = delx = coIO[0] - insl; 
ndelx = XX ; 

} 

else { 

55 coll[0] = 0; 

delx - -insO; 
ndelx = 0; 
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Table 1 (cont^) 

.•.nw 

for(py = seqx(l], yy = 1; yy < = lenl; py++. yy++) { 
mis = colO[yy-l]; 
if (dna) 

5 mis += (xbin[*px-'A']&xbni[*py-*A*])? DMAT : DMIS; 

else 

mis += _day[*px-*A'][»py-'A']; 

/♦ update penalty for del in x seq; 
10 * favor new del over ongong del 

* ignore MAXGAP if weighting endgaps 
*/ 

if (endgaps 1 1 ndely[yy] < MAXGAP) { 

if (colO[yy] - insO > = dely[yy]) { 
15 dely[yy] = colO[yy] - (insO+insl); 

ndely[yy] = 1; 

} else { 

dely[yy] -= insl; 
ndely[yy]+-l-; 

20 } 

} eke { 

if (colOIyy] - (insO+insI) > = dely[yy]) { 
dely(yy] = colO[yy] - (insO+insI); 
ndely[yy] = 1; 

25 } else 

ndely [yy] -i- + ; 

} 

/* update penalty for del in y seq; 
30 * favor new del over ongong del 

*/ 

if (endgaps | | ndelx < MAXGAP) { 

if (coIl[yy-l] - insO > = delx) { 
„ delx = coll[yy-l] - (insO + insI); 

35 ndelx =1; 

} else { 

delx -= insl; 
ndelx +-f; 

40 }else{ ^ 

if (coll[yy-I] - (insO+insI) > = delx) { 

delx = coIl[yy-l] - (insO + insl); 
ndelx = 1; 

} else 

45 ndelx++; 

} 
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/* pick the maximum score; we're favoring 
* mis over any del and delx over dely 
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Table 1 (cont^) 

...nw 

id = XX - yy + lenl - 1; 
if (mis > = delx && mis > = dely[yy]) 
coll[yy) = mis; 

5 else if (delx > = dely[yy]) { 

coIl[yy] = delx; 
ij = dx[id].ijmp; 

if (dx[id].jp.n[0] Sc& (!dna 1 1 (ndelx > = MAXJMP 
&& XX > dx[id].jp.x[ij]+MX) | | mis > dx[id]. score +DINSO)) { 
10 dx[id].ijmp++; 

if (++ij >= MAXJMP) { 
writejmps(id); 
ij = dx[id].ijmp = 0; 
dx[id].offset = offset; 

15 offset += sizeof(struct jmp) + sizeof(offset); 

} 

} 

dx[id].jp.n[ij] = ndelx; 
dx[id3.jp,x[ij] = xx; 

20 dx[id].score = delx; 

} 

else { 

coll[yy] = dely[yy]; 
ij = dx[id].ijmp; 

25 if (dx[id].jp.n[0] && (!dna | | (ndely[yy] > = MAXJMP 

&& XX > dx[id].jp.x[ij] + MX) 1 1 mis > dx[id]. score +DINSO)) { 
dx[id].ijmp-t- + ; 
if (++ij >= MAXJMP) { 
writejmps(id); 

30 ij = dx[id].ijmp = 0; 

dx[id]. offset = offset; 

offset + = sizeof(struct jmp) + sizeof(offset); 

^ } 

35 dx[id].jp.n[ij] = -ndely[yy]; 

dx[id] jp.xfij] = xx; 
dx[id]. score = dely[yy]; 

} 

if (XX = = lenO && yy < lenl) { 
40 /* last col 

*/ 

if (endgaps) 

coli[yy] -= insO + insl*(lenl-yy); 
if(coll[yy] > smax) { 
45 smax = coll[yy]; 

dmax = id; 

} 

} 

50 if (endgaps Sc& xx < lenO) 

col 1 [yy- 1 ] - = insO + ins 1 *(lenO-xx); 
if(colUyy-ll > smax) { 

smax = coll[yy-l]; 
dmax = id; 

55 } 

tmp = colO; coiO = coil; coil = tmp; 

} 

(void) free((char *)ndely); 
(void) free((char *)dely); 
60 (void) free((char *)colO); 

(V id) free((char *)coll); } 
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Table 1 (cont^ 

/* 

* printO " only routine visible outside this module 

5 ♦ static: 

* getmatO — trace back best path, count matches: print() 

* pr_align() -- print alignment of described in array pQ: print() 

* dumpblockO — dump a block of lines with numbers, stars: pr_align() 

* nums() — put out a number line: dumpblockO 

10 * putlineO — put out a line (name, [num], seq, [numj): dumpblockO 

* starsQ - -put a line of stars: dumpblockO 

* stripnameO — strip any path and prefix from a seqname 
*/ 

15 ^include "nw.h" 

#define SPC 3 

^define P_LINE 256 /* maximum output line */ 



20 



^define P_SPC 3 /* space between name or num and seq */ 
extern _day[26][26]; 

int olen; /* set output line length */ 

FILE *fx; /* output file */ 



25 printo print 
{ 

int Ix, ly, firstgap, lastgap; /* overlap */ 

if ((ftc = fopen(ofile, "w")) == 0) { 
30 fiprintf(stderr,*'%s: can't write %s\n'*, prog, ofile); 

cleanup{l); 

} 

fprintf(fx. "< first sequence: %s (length = %d)\n", namex[0], lenO); 
fprinrf(fx, second sequence: %s (length = %d)\n''. namex[l], lenl); 
35 olen = 60; 

Ix = lenO; 
ly = lenl; 

firstgap = lastgap = 0; 

if (dmax < lenl - 1) { /* leading gap in x */ 
40 pp[0].spc = firstgap = lenl - dmax - 1; 

ly .= pp[0].spc; 

} 

else if (dmax >lenl-I){ /* leading gap in y */ 
pp[l].spc — firstgap = dmax - (lenl - I); 
45 Ix -= pp[l].spc; 

} 

if (dmaxO < lerrO - 1) { /* trailing gap in x */ 
lastgap = lenO - dmaxO -1; 
Ix -= lastgap; 

50 } 

else if (dmaxO > lenO - I) { /* trailing gap in y */ 
lastgap = dmaxO - (lenO - 1); 
ly -= lastgap; 

J J getmat(lx, ly, firstgap, lastgap); 

pralignO; 
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Table 1 (cont^) 

/* 

* trace back the best path, count matches 
*/ 

static 

5 getmat(lx, ly, firstgap, lastgap) getmat 
int Ix, ly; /* "core" (minus endgaps) */ 

int firstgap, lastgap; /* leading trailing overlap */ 

{ 

int nm. iO, il, sizO, sizl; 

10 char outx[32]; 

double pet; 
roister nO, ni; 

register char *pO, *pl; 

15 /* get total matches, score 

*/ 

iO = il = sizO = sizl = 0; 
pO = seqx[0] + pp[l].spc; 
pi = seqx[l] + pp[0].spc; 
20 nO = pp[l].spc + 1; 

nl = pp[0].spc + 1; 

nm = 0; 

while (*pO &&*pl){ 
25 if(si20){ 

pl + +; 
nl + +; 
sizO— ; 

30 elseif (sizl) { 

pO++; 
nO++; 
sizl—; 

35 else { 

if (xbin[*pO-*A*]&xbm[*pl-'A']) 

nm+ +; 
if (nO+ + = = pp[0].x[iO]) 

sizO = pp[0].n[iO++]; 
40 if (nl + + = = pp[l].x[il]) 

sizl = pp[l]-n[iH--f]; 

pO+ +; 
pl + +; 

45 , ' 

/* pet homology: 

* if penalizing endgaps, base is the shoner seq 

* else, knock off overhangs and take shorter core 

50 */ 

if (endgaps) 

Ix = (lenO < lenl)? lenO : lent; 

else 

Ix = (Ix < ly)? Ix : ly; 
55 pet = 100.*(double)nmy(double)lx; 

fprintf(fx, ''Vn"); 

fi>rintf(fx. " < %d matches in an overlap of %d: %.2f percent similarity\n". 
nm. (nm == 1)? : ''es", Ix. pet); 

60 
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Table 1 fcont^) 

fjprintfCfx, *<gaps in first sequence: %d". gapx); ..^getmat 
if(gapx){ 

(void) spnntf(outx, " (%d %s%s)", 
5 ngapx. (dna)? "base":"residue\ (ngapx 1)? "":"s-); 

fiprintf(fx."%s'', outx); 

fprmtf(fx, gaps in second sequence: %d", gapy); 
if(gapy){ 

10 (void) sprinlf(outx. (%d %s%s)\ 

ngapy, (dna)? "base":** residue", (ngapy == I)? ""i^s"); 
fprintf(fx."%s". outx); 

} 

if (dna) 

15 ^rintf(fx. 



30 



''\n<score: %d (match = %d» mismatch = %d, gap penalty = %d + %d per base)\n". 
smax, DMAT, DMIS, DINSO. DINSl); 



else 



fprintf(fx, 

20 ''\n<score: %d (Dayhoff PAM 250 matrix, gap penalty = %d + %d per residue)\n''» 

smax, PINSO, PINSl); 
if (endgaps) 

fprintf(fx, 

"< endgaps penalized, left endgap: %d %s%s, right endgap: %d %s%s\n", 
25 firstgap, (dna)? "base" : "residue", (firstgap == 1)? "" : "s", 

lastgap, (dna)? "base" : "residue", (lastgap 1)? "" : "s'*); 



else 



fprintf(fx, " < endgaps not penalized\n"); 



static nm; /* matches in core — for checking */ 

static Imax; /* lengths of stripped file names */ 

static ij[2]; /* jmp index for a path */ 

static nc[2]; /* number at start of current line */ 

35 static ni[2]; /* current elem number — for gapping */ 

static siz[2]; 

static char *ps[2]; /* ptr to current element */ 

static char *po[2]; /* ptr to next output char slot */ 

static char oul(2][P_LINE]; /* output line */ 

40 static char star[P_LINE]; /* set by stars() */ 

/* 

* print alignment of described in struct path ppO 
*/ 

45 static 

pr_aiign() pr_align 



{ 



50 register 



int nn; /* char count */ 

int more; 

i; 



for (i = 0, Imax = 0; i < 2; i+ +) { 
nn = stripname(namex[i]); 
if (nn > Imax) 
55 Imax = nn; 

nc[i] = 1; 
ni[i] = 1; 
si2[i] = ij[i] = 0; 
60 ps[i] = seqx[i]; 

po[i] = out[i]; 
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Table 1 (cont^) 

for (nn = nm = 0, more = 1; more; ) { ...pr^align 
for (i = more = 0; i < 2; i+ +) { 
/* 

5 * do we have more of this sequence? 

*/ 

if(!*ps[i]) 

continue; 

10 more++; 

if (pp[i].spc) { /* leading space */ 
*po[i] + + = • •; 
pp[i].spc-; 

15 } 

else if (siz[i]) { /* in a gap */ 
*po[i] + + - •-•; 
si2[i]-; 

} 

20 else { /♦we're putting a seq element 

*/ 

*po[i] = *ps[i]; 
if (islower(*ps[i])) 

*ps[i] = toupper(*ps[i]); 

25 po[i]-l-+; 

ps[i]+ + ; 

/♦ 

* are we at next gap for this seq? 

30 */ 

if(ni[i] =-pp[i].x[ij[i]]){ 
/* 

* we need to merge all gaps 

* at this location 

35 */ 

siz[i] = pp[i].nlij[i] + +]; 
while (ni[i] = = pp[i].x[ij[i]]) 

siz(i] += pp[i].n[ij[i] + +]; 

} 

40 ni[i] + + ; 

} 

} 

if ( + +nn = = olen | ( !more && nn) { 
dumpblockO; 

45 for(i = 0; i < 2; i4-+) 

po[i] = out[i]; 

nn = 0; 

} 

50 } ^ 
/* 

* dump a block of lines, including numbers, stars: pr_align() 
*/ 

55 static 

dumpblockO dumpblock 

{ 

register i; 

60 for (i = 0; i < 2; i++) 

*po[i]" = '\0'; 
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Table 1 fcont^) 



10 



15 



(void) putcCVn'. fx); 
for(i = 0; i < 2; i++){ 

if (*out[i] && (*out[i] != • * I I *(po[i]) !-•')){ 
if(i ==0) 

nums(i)'; 
if (i = = 0&& *out[l]) 
starsO; 

putline(i); 

if (i = = 0&& *out[l]) 

fprintf(fx, star); 
if(i == 1) 

nums(i); 



} 



} 



•dumpblock 



20 



25 



30 



35 



40 



* put out a number line: dumpblockO 
•/ 

static 

num^tx) 

tnt ix; 



( 



/* index in out[l holding seq line */ 

char nline[P_LINE]; 

register i, j; 

register char *pn, *px, *py; 

for(pn = nline. i = 0; i < Imax + P SPC; i++, pn++) 
*pn = * '; 

for (i = nc[ix]. py = out[ix]; *py; py + + , pn + + ) { 

if(*py == • • II *py 

*pn = ' •; 

else { 

if (i%10 0 II (i == 1 &&nc[ix] != 1)) { 
j = (i < 0)? -i : i; 
for (px = pn; j; j / = 10, px— ) 
*px = j%10 + *0*; 

if (i < 0) 



nums 



45 



50 



} 



} 

else 

i+ + ; 



*pn = 



} 

*pn = *\0*; 
nc[ix] = i; 

for (pn = nline; *pn; pn+ +) 
(void) putc(*pn. fx); 
(void) putc('\n'» 6c); 



55 /* 

* put out a line (name, [num], seq, [num]): dumpblockO 
*/ 

static 

putline(ix) 

60 int ix; { 



putline 
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50 



tnt i; 
register char *px; 

for (px = naTnex[ix], i = 0; *px&& *px != px+ + , i++) 

(void) putc(*px, fx); 
for(; i < linax+P_SPC; i++) 

(void) putcC \ fx); 



•putline 



/* these count from 1: 

* niQ is current element (from 1) 

* ncQ is number at start of current line 
*/ 

15 for (px = out[ix]; *px; px+ + ) 

(void) putc(*px&0x7F, fx); 
(void) pulc(*\n', fx); 



20 



* put a line of stars (seqs always in out[0], out[l]): dumpblockQ 
*/ 

static 

25 starso Stars 



{ 



int i; 

register char *pO, *pl, cx, *px; 



30 if (!*out[0] I I (*out(0] *(po[0]) = = • •) I I 

!*out[l] I I (*out[l] = =••&& ♦(po[l]) = =•*)) 
return; 
px — star; 

for(i = Imax + P SPC; i; i-) 
35 *px++ = • •; 

for (pO = out[0], pi = out[l]; *pO && *pl; pO++, pl + +) { 
if (isa!pha(*pO) && isalpha(*pl)) { 

40 if (xbm[*pO-'A*]&xbm[*pl-'A']) { 

cx = '**; 
nm+ +; 

} 

else if (!dna && _day[*pO-*A'][*pl-' A'] > 0) 
45 cx = '.'; 

else 

cx = ' 

} 

else 

cx = ' 
*px+ + = cx; 

} 

*px + + = "W; 
»px = '\0'; 

55 } 



60 
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Table 1 (cont^) 



10 



15 



* strip path or prefix from pn. return len: pr_alignO 
*/ 

static 

stripname(pn) 

char *pn; /* file name (may be path) */ 

{ 

register char *px, *py; 
py = 0; 

for (px = pn; *px; px + +) 
ifCpx == V) 

py = px + 1; 

if(py) 

(void) strcpy(pn, py); 
retum(strlen(pn)) ; 



stripname 



20 



25 



30 



35 



40 



45 



50 
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Table 1 (conV) 



/* 

* cleanupO — cleanup any tmp file 

* getseqO — read in seq, set dna, len, maxlen 

* g_calloc() — callocO with error checkin 

* readjmpsO — get the good jmps, from tmp file if necessary 

* writejmpsO — write a filled array of jmps to a tmp file: nw() 
*/ 

^include "nw.h" 
^include <sys/file.h> 



char *jname = "/tmp/homgXXXXXX**; 
FILE *fj; 



/* tmp file for jmps */ 



15 



int 
long 



CleanupO; 
IseekO; 



/* cleanup tmp file */ 



* remove any tmp file if we blow 



20 



25 



cleanup(i) 
{ 



int 

if(fj) 



exit(i); 



(void) unlink(jname); 



cleanup 



30 



35 



/* 

* read, return ptr to seq, set dna, len, maxlen 

* skip lines starting with * < or * > * 

* seq in upper or lower case 
*/ 

char * 

getseq(file, len) 

char *file; /* file name */ 
int *len; /* seq len */ 



getseq 



40 



char 

register char 
int 

FILE 



line[1024], *pseq; 
*px, *py; 
natgc. tlen; 
*fp; 



45 



50 



55 



60 



if ((fjp = fopen(file/r")) = = 0) { 

tprintf(stderr/ %s: can't read %s\n", prog, file); 
exit(l); 

} 

tlen = natgc — 0; 

whUe (fgets(line. 1024, fp)) { 

if (*Iine == | | *Iine == | | *line == *>') 

continue; 
for (px = line; *px != *\n'; px + +) 

if (isupper(*px) | | islower(*px)) 
tlen+ +; 

} 

if ((pseq = malloc((unsigned)(tlen+6))) == 0) { 

fiprintf(stderr/%s:.maIloc() failed to get %d bytes for %s\n", prog, tIen-»-6, file); 
exit(l); 

} 

pseq[0] = pseq[l] = pseq[2] = pseq[3] = *\0*; 



61 



BNSDOCID: <WO 0140466A2_L> 



wo 01/40466 



PCTAJSOO/32678 



Table 1 fcont^ 



40 



60 



...getseq 



py = pseq + 4; 
*len = tlen; 
^ rewind(fp); 

whQe (fgets(line. 1024. fp)) { 

if (*line == ! | *line == || *Iine == 
continue; 

for(px = line; *px != An*; px + +) { 
10 if (isupper(*px)) 

*pyH-+ = *px; 
else if (islower(*px)) 

*py++ = toupper(*px); 
if (indexC* ATGCU\*(py- 1))) 
15 natgc++; 

} 

} 

*py++ = 'VO'; 
*py - '\0'; 
20 (void) fclose(fp); 

dna = natgc > (tlen/3); 
retuni(pseq + 4) ; 

} 

25 char * 

g_caUoc(msg, nx. sz) g^CallOC 
char *nisg; /* program, calling routine */ 

int nx, sz; /* number and size of elements */ 

char *px» *calIoc(); 

if ((px = calloc((unsigiied)nx, (unsigned)sz)) = = 0) { 
if(*msg){ 

fprintf(stderr, *'%s: g_callocO failed %s (n=%d, sz=%d)\n*', prog, msg, nx, sz); 
35 exit(l); 

} 



} 

return(px); 



* get final jmps from dxO or tmp file, set ppG, reset dmax: mainQ 
*/ 

readjmpso readjmps 
45 { 

int fd = -1; 

int siz, iO, il; 

register i, j, xx; 

50 if(fj){ 

(void) fclose(Q); 

if ((fd = open(jname, 0_RDONLY, 0)) < 0) { 

fprintf(stderr. "%s: can't open() %s\n", prog, jname); 
cleanup(l); 

55 } 
} 

for (i = iO = il = 0, dmaxO = dmax, xx = lenO; ; i++) { 
whae(l){ 

for (j — dx[dmax].ijmp; j > = 0 && dx[dmax].jp.x[j] > = xx; j—) 



62 



BNSDOCID; <WO 0140466A2_I_> 



wo 01/40466 PCTAJSOO/32678 

Table 1 (cont^) 

...readjmps 

if (j < 0 && dx[dniax] .offset && Q) { 

(V id) lseek(fd, dx[dmax].offset, 0); 
(void) read(fd, (char *)&dx [dmaxj.jp, sizeof(struct jmp)); 
5 (void) read(fd» (char *)&dx[dmax]. offset, sizeof(dx[dmax]. offset)); 

dx[dmax].ijmp = MAXJMP-1; 

} 

else 

break; 

10 } 

if(i> = JMPS){ 

fprintf(stderr, •*%s: too many gaps in aligmneiuXn", prog); 
cleaaup(i); 

15 if(j> = 0){ 

siz = dx[dmax].jp.ii|j]; 
XX = dx[dmax].jp.x(j]; 
dmax + = siz; 

if (siz < 0) { /* gap in second seq ♦/ 

20 pp[l].n[il] = -siz; 

XX + = siz; 

/* id = XX - yy + lenl - 1 
*/ 

pp[l].x[il] = XX - dmax + lenl - 1; 
25 gapy+ + ; 

ngapy-=siz; 
/* ignore MAXGAP when doing endgaps */ 

siz = (-siz < MAXGAP 1 1 endgaps)? -siz : MAXGAP; 
il + + ; 

30 } 

else if (siz > 0) { /* gap in first seq */ 
pp[0]-n[iO] = siz; 
pp[0].x[iO] ^ xx; 
gapx-f + ; 

35 ngapx + = siz; 

/* ignore MAXGAP when doing endgaps */ 

siz = (siz < MAXGAP | [ endgaps)? siz : MAXGAP; 
iO-l- + ; 

40 } ^ 

else 

break; 

} 

45 /* reverse the order of jmps 

*/ 

for (j 0» iO~; j < iO; j 4- + , iO--) { 

i = PP[0].n|j]; pp[0].n[j] = pp[0].n[iO]; pp[0].n[iO] = i; 
i = Pp[0].xU]; pp[0].x[j] = pp[0].x[iO]; pp[0].x[iO] - i; 

50 } 

for (j = 0, il-; j < il; j++, il-) { 

i = pp[l].n[j]; PP[1] nO] = pp[l].n[il]; pp[l].n[il] - i; 
i = pp[l].x[j]; pp[l].x[j] = pp[l].x[il]; pp[l].x[il] = i; 

55 if (fd > = 0) 

(void) close(fd); 

Jf(fj){ 

(void) unlink(jnanie); 
fj = 0; , 
60 offset = 0; 

} } 
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Table 1 (cont^) 

/* 

* write a filled jmp struct offset of the prev one (if any): nwQ 
*/ 

writejmps(ix) writcj mps 

int ix; 

{ 

char *mktemp(); 
if(!fj){" 

if (mktemp(jnaine) < 0) { 

fjprintf(stdeiT. "%s: can't mktempO %s\n", prog, jname); 
cleanup(l); 

} 

if ((Q = fopen(jname, "w")) = = 0) { 

lif>rintf(stderr, ''%s: can't write %s\n". prog, jname); 
exii(l); 

} 

} 

(void) fwriie((char *)&dx[Lx].jp, sizeof (struct jmp). 1. fj); 
(void) fwrite((char *)&dx[ix]. offset, sizeof(dx[ix] .offset), 1, Q); 

} 
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Table 2 

PRO XXXXXXXXXXXXXXX (Length = 15 amino acids) 

Comparison Protein XXXXXYYYYYYY (Length = 12 amino acids) 

5 % amino acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 

10 5 divided by 15 = 33.3% 



Table 3 



15 PRO XXXXXXXXXX (Length = 10 amino acids) 

Comparison Protein XXXXXYYYYYYZZYZ (Length = 15 amino acids) 

% amino acid sequence identity = 

20 (the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALlGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 



5 divided by 10 = 50% 
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Table 4 



PRO-DNA 
Comparison DNA 



NNNNNNNNNNNNNN 
NNNNNNLLLLLLLLLL 



(Length = 14 nucleotides) 
(Length =16 nucleotides) 



% nucleic acid sequence identity = 

(the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 



10 



6 divided by 14 — 42.9% 



Table 5 



15 PRO-DNA 

Comparison DNA 



NNNNNNNNNNNN 
NNNNLLLVV 



(Length = 12 nucleotides) 
(Length = 9 nucleotides) 



% nucleic acid sequence identity = 

20 (the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 



4 divided by 12 = 33.3 ^ 
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II. Compositions and Methods of the Invention 

A. Full-Length PRO Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO polypeptides. In particular, cDNAs encoding various PRO 
polypeptides have been identified and isolated, as disclosed in further detail in the Examples below. It is noted 
5 that proteins produced in separate expression rounds may be given different PRO numbers but the UNQ number 
is unique for any given DNA and the encoded protein, and will not be changed. However, for sake of 
simplicity, in the present specification the protein encoded by the fill! length native nucleic acid molecules 
disclosed herein as well as all further native homologues and variants included in the foregoing definition of 
PRO, will be referred to as "PRO/number** , regardless of their origin or mode of preparation, 

10 As disclosed in the Examples below, various cDNA clones have been deposited with die ATCC. The 

actual nucleotide sequences of those clones can readily be determined by the skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be determined from 
the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic acids described 
herein. Applicants have identified what is believed to be the reading frame best identifiable with the sequence 

15 information available at the time. 

B. PRO -Polypeptide Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO variants can be prepared. PRO variants can be prepared by introducing appropriate nucleotide changes into 

20 the PRO DNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the an will appreciate that 
amino acid changes may alter post-translational processes of the PRO, such as changing the number or position 
of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native full-length sequence PRO or in various domains of the PRO described herein, 
can be made, for example, using any of the techniques and guidelines for conservative and non-conservative 

25 mutations set forth, for instance, in U.S. Patent No. 5,364,934. Variations may be a substimtion, deletion or 
insertion of one or more codons encoding the PRO that results in a change in the amino acid sequence of the 
PRO as compared with the native sequence PRO. Optionally the variation is by substitution of at least one amino 
acid with any other amino acid in one or more of the domains of the PRO. Guidance in determining which 
amino acid residue may be inserted, substituted or deleted without adversely affecting the desired activity may 

30 be found by comparing the sequence of the PRO with that of homologous known protein molecules and 
minimizing the number of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be the result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine, i.e., conservative amino' acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 amino acids. The variation 

35 allowed may be determined by systematically making insertions, deletions or substitutions of amino acids in the 
sequence and testing the resulting variants for activity exhibited by the full-length or mature native sequence. 
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15 



PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N-tenninus 
or C-terminus. or may lack internal residues, for example, when compared with a fiill length native protein. 
Cenain fragments lack amino acid residues that are not essential for a desired biological activity of the PRO 
polypeptide. 

PRO fragments may be prepared by any of a number of conventional techniques. Desired peptide 
fragments may be chemically synthesized. An alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g., by treating the protein with an enzyme known to cleave proteins at sites defined by 
particular amino acid residues, or by digesting the DNA with suitable restriction enzymes and isolating the 
desired fragment. Yet another suitable technique involves isolating and amplifying a DNA fragment encoding 
a desired polypeptide fragment, by polymerase chain reaction (PGR). Oligonucleotides that define the desired 
termini of the DNA fragment are employed at the 5* and 3* primers in the PGR. Preferably, PRO polypeptide 
fragments share at least one biological and/or immunological activity with the native PRO polypeptide disclosed 
herein. 

In particular embodiments, conservative substitutions of interest are shown in Table 6 under the heading 
of preferred substitutions. If such substitutions result in a change in biological activity, then more substantial 
changes, denominated exemplary substimtions in Table 6, or as further described below in reference to amino 
acid classes, are introduced and the products screened. 



Table 6 



20 



25 



30 



35 



40 



45 



Original 


Exemplary 


Preferred 


Residue 


Substitutions 


Substitutions 


Ala (A) 


val; leu; ile 


val 


Arg (R) 


lys; gin; asn 


lys 


Asn (N) 


gin; his; lys; arg 


gin 


Asp (D) 


glu 


glu 


Gys (G) 


ser 


ser 


Gin (Q) 


asn 


asn 


Glu (E) 


asp 


asp 


Gly (G) 


pro; ala 


ala 


His (H) 


asn; gin; lys; arg 


arg 


He (I) 


leu; val; met; ala; phe; 






norleucine 


leu 


Leu (L) 


norleucine; ile; val; 






met; ala; phe 


ile 


Lys (K) 


arg; gbi; asn 


arg 


Met (M) 


leu; phe; ile 


leu 


Phe (F) 


leu; val; ile; ala; tyr 


leu 


Pro (P) 


ala 


ala 


Ser (S) 


thr 


thr 


Thr (T) 


ser 


ser 


Trp (W) 


tyr; phe 


tyr 


Tyr (Y) 


trp; phe; thr; ser 


phe 


Val (V) 


ile; leu; met; phe; 






ala; norleucine 


leu 
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Substantial modifications in function or inununological identity of the PRO polypeptide are accomplished 
by selecting substitutions that differ significantly in their effect on maintaining (a) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobicity of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 
5 (1) hydrophobic: norleucine, met, ala, val, leu. ile; 

(2) neutral hydrophilic: cys, ser, thr; 

(3) acidic: asp, glu; 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 
10 (6) aromatic: trp, tyr. phe. 

Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 
Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaining (non-conserved) sites. 

The variations can be made using methods known in the art such as oligonucleotide-mediated (site- 
1 5 directed) mutagenesis, alanine scanning, and PGR mutagenesis. Site-directed mutagenesis [Carter et al., Nucl. 
Acids Res. . 13:4331 (1986); Zoller et al., Nucl. Acids Res. . J0:6487 (1987)]. cassette mutagenesis [Wells et 
al.. Gene, 34:315 (1985)], restriction selection mutagenesis [Wells etal,, Philos. Trans. R. Soc. London SerA . 
317 :4 15 (1 986)] or other known techniques can be performed on the cloned DNA to produce the PRO variant 
DNA. 

20 Scanning amino acid analysis can also be employed to identify one or more amino acids along a 

contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral amino acids . Such 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
chain conformation of the variant [Cunningham and Wells, Science . 244 : 1081-1085 (1989)]. Alanine is also 

25 typically preferred because it is the most common amino acid. Further, it is frequently found in both buried and 
exposed positions ICreighton. The Proteins , (W.H. Freeman & Co., N.Y.); Chothia. J. Mol. Biol. . 150 :1 
(1976)]. If alanine substitution does not yield adequate amounts of variant, an isoteric amino acid can be used. 

C. Modifications of PRO 

30 Covalent modifications of PRO are included within the scope of this invention. One type of covalent 

modification includes reacting targeted amino acid residues of a PRO polypeptide with an organic derivatizing 
agent that is capable of reacting with selected side chains or the N- or C- terminal residues of the PRO. 
Derivatization with bifiinctional agents is usefiil, for instance, for crosslinking PRO to a water-insoluble support 
matrix or surface for use in the method for purifying anti-PRO antibodies, and vice-versa. Commonly used 

35 crosslinking agents include, e.g., l,l-bis(diazoacetyl)-2-phenylethane, glutaraldehyde, N-hydroxysuccinimide 
esters, for example, esters with 4-azidosalicylic acid, homobifunctional imidoesters, including disuccinimidyl 
esters such as 3,3*-dithiobis(succinimidylpropionate), bifunctional maleimides such as bis-N-maleiniido-1,8- 
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octane and agents such as niethyI-3-[(p-azidophenyl)dithio]propioiniidate. 

Other modifications include deamidation of glutaminyl and asparaginyl residues to the corresponding 
glutamyl and aspanyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxyl 
groups of seryl or threonyl residues, methylation of the a-amino groups of lysine, arginine. and histidine side 
chains [T.E. Creighton, Proteins: Structure and Molecular Properties . W.H. Freeman & Co., San Francisco, 
5 pp. 79-86 (1983)], acetylation of the N-terminal amine, and amidation of any C-terminal carboxyl group. 

Another type of covalent modification of the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylation panem of the polypeptide. "Altering the native 
glycosylation pattern" is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in native sequence PRO (either by removing the underlying glycosylation site or by deleting the glycosylation 
10 by chemical and/or enzymatic means), and/or adding one or more glycosylation sites that are not present in the 
native sequence PRO. In addition, the phrase includes qualitative changes in the glycosylation of the native 
proteins, involving a change in the nature and proportions of the various carbohydrate moieties present. 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for example, by the addition of, or substitution by, one or more serine 
15 or threonine residues to the native sequence PRO (for O-linked glycosylation sites). The PRO amino acid 
sequence may optionally be altered through changes at the DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino acids. 

Another means of increasing the number of carbohydrate moieties on the PRO polypeptide is by 
20 chemical or enzymatic coupling of glycosides to the polypeptide. Such methods are described in the art. e.g., 
in WO 87/05330 published 1 1 September 1987. and in Aplin and Wriston, CRC Crit. Rev. Biochem. , pp. 259- 
306 (1981), 

Removal of carbohydrate moieties present on the PRO polypeptide may be accomplished chemically 
or enzymatically or by mutational substitution of codons encoding for amino acid residues that serve as targets 
25 for glycosylation. Chemical deglycosylation techniques are known in the art and described, for instance, by 
Hakimuddin, et al.. Arch. Biochem. Biophvs. . 259:52 (1987) and by Edge et al.. Anal. Biochem. . 118:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of endo- and exo-glycosidases as described by Thotakura et al., Meth. EnzvmoL . 138 :350 (1987). 

Another type of covalent modification of PRO comprises linking the PRO polypeptide to one of a variety 
30 of nonproteinaceous polymers, e.g.. polyethylene glycol (PEG), polypropylene glycol, or polyoxyalkylenes, in 
the manner set forth in U.S. Patent Nos. 4.640.835; 4,496,689; 4,301,144; 4,670,417; 4,791,192 or 4,179,337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 
comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 

In one embodiment, such a chimeric molecule comprises a fusion of the PRO with a tag polypeptide 
35 which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 
at the amino- or carboxyl- terminus of the PRO. The presence of such epitope-tagged forms of the PRO can be 
detected using an antibody against the tag ix)lypeptide. Also, provision of the epitope tag enables the PRO to 
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be readily purified by affinity purification using an anti-tag antibody or another type of affinity matrix that binds 
to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the art. Examples 
include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag polypeptide and its 
antibody 12CA5 [Field et al., Mol. Cell. Biol. , 8:2159-2165 (1988)]; the c-myc tag and the 8F9. 3C7, 6E10, 
G4, B7 and 9E10 antibodies thereto [Evan et al.. Molecular and Cellular Biologv . 5:3610-3616 (1985)]; and the 
5 Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al.. Protein Engineering . 3 (6): 547- 
553 (1990)], Other tag polypeptides include the Flag-peptide [Hopp et al., BioTechnologv . 6:1204-1210 
(1988)]; the KT3 epitope peptide [Martin et al.. Science , 255:192-194 (1992)]; an a-tubulin epitope peptide 
[Skinner et al., J. Biol. Chem. . 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz- 
Freyermuth et ah, Proc. Natl. Acad. Sci. USA . 87:6393-6397 (1990)]. 

10 In an alternative embodiment, the chimeric molecule may comprise a fusion of the PRO with an 

immunoglobulin or a particular region of an immunoglobulin. For a bivalent form of the chimeric molecule (also 
referred to as an "immunoadhesin"), such a fusion could be to the Fc region of an IgG molecule. The Ig fusions 
preferably include the substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 
polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 

15 embodiment, the immunoglobulin fusion includes the hinge, CH2 and CH3, or the hinge, CHI, CH2 and CH3 
regions of an IgGl molecule. For the production of immimoglobulin fusions see also US Patent No. 5,428,130 
issued June 27. 1995. 

D. Preparation of PRO 

20 The description below relates primarily to production of PRO by culturing cells transformed or 

transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that alternative methods, 
which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 
portions thereof, may be produced by direct peptide synthesis using solid-phase techniques [see, e.g., Stewart 
etal., Solid-Phase Peptide Synthesis . W.H. Freeman Co., San Francisco, CA (1969); Merrifield. J. Am. Chem. 

25 Soc . , 85:2149-2154 (1963)]. In vitro protein synthesis may be performed using manual techniques or by 
automation. Automated synthesis may be accomplished, for instance, using an Applied Biosystems Peptide 
Synthesizer (Foster City, CA) using manufacmrer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzymatic methods to produce the full-length 
PRO. 

30 

1. Isolation of DNA Encoding PRO 

PNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
the PRO mRNA and to express it at a detectable level. Accordingly, human PRO DNA can be conveniently 
obtained from a cDNA library prepared from human tissue, such as described in the Examples. The PRO- 
35 encoding gene may also be obtained from a genomic library or by known synthetic procedures (e.g. , automated 
nucleic acid synthesis). 
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Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 
about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 
or genomic library with the selected probe may be conducted using standard procedures, such as described in 
Sambrook et al. , Molecular Cloning: A Laboratory Manual (New York: Cold Spring Harbor Laboratory Press, 
1989). An alternative means to isolate the gene encoding PRO is to use PCR methodology [Sambrook et al., 
5 supra : Dieffenbach et al., PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory Press, 1995)]. 

The Examples below describe techniques for screening a cDN A library . The oligonucleotide sequences 
selected as probes should be of sufficient length and sufficiently unambiguous that false positives are minimized. 
The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are well known in the an, and include the use of radiolabels like ^^P-labeled 
10 ATP, biotinylation or enzyme labeling. Hybridization conditions, including moderate stringency and high 
stringency, are provided in Sambrook et al., supra . 

Sequences identified in such library screening methods can be compared and aligned to other known 
sequences deposited and available in public databases such as GenBank or other private sequence databases. 
Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
15 the full-length sequence can be determined using methods known in the art and as described herein. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDN A or genomic 
libraries using the deduced amino acid sequence disclosed herein for the first time, and, if necessary, using 
conventional primer extension procedures as described in Sambrook et al., supra , to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 

20 

2. Selection and Transformation of Host Cells 
Host cells are transfected or transformed with expression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient media modified as appropriate for inducing promoters, selecting 
iransformants, or amplifying the genes encoding the desired sequences. The culture conditions, such as media, 
25 temperature, pH and the like, can be selected by the skilled artisan without undue experimentation. In general, 
principles, protocols, and practical techniques for maximizing the productivity of cell cultures can be found in 
Mammalian Cell Biotechnology: a Practical Approach , M. Butler, ed. (IRL Press. 1991) and Sambrook et al., 
supra . 

Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
30 skilled anisan, for example, CaClj, CaP04, liposome-mediated and electroporation. Depending on the host cell 
used, transformation is performed using standard techniques appropriate to such cells. The calcium treatment 
employing calcium chloride, as described in Sambrook et al., supra , or electroporation is generally used for 
prokaryotes. Infection with Agrobacterium tumefaciens is used for transformation of certain plant cells, as 
described by Shawet al.. Gene . 23:315 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells 
35 without such cell walls, the calcium phosphate precipitation method of Graham and van der Eb. Viroloev . 
52:456-457 (1978) can be employed. General aspects of mammalian cell host system transfections have been 
described in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the 
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method of Van Solingenet aL. J.Bact. . 130:946 (1977) and Hsiao et al., Proc. Natl. Acad. Sci. (VSA\ 76:3829 
(1979). However, other methods for introducing DNA into cells, such as by nuclear microinjection, 
electroporation, bacterial protoplast fusion with intact cells, or poly cations, e.g., polybrene, polyomithine. may 
also be used. For various techniques for transforming mammalian cells, see Keown et al.. Methods in 
Enzvmology . 185:527-537 (1990) and Mansour ei al.. Nature , 336:348-352 (1988). 
5 Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 

or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for example, Enterobacteriaceae such as E. coli. Various E, coli strains are 
publicly available, such as E. coli K12 strain MM294 (ATCC 31,446); £. coli XI 776 (ATCC 31,537); £. coli 
strain W3110 (ATCC 27,325) and K5 772 (ATCC 53.635). Other suitable prokaryotic host cells include 

10 Enterobacteriaceae such as Escherichia, e.g., E. coli, Enterobacter, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g.. Salmonella typhimurium, Serratia, e.g., Serratia marcescans, and Shigella, as well as Bacilli such as B. 
subtilis and B. licheniformis (e.g., B, lichenifomus 41? disclosed in DD 266,710 published 12 April 1989), 
Pseudomonas such as P. aeruginosa, and Streptomyces , These examples are illustrative rather than limiting. 
Strain W3 1 10 is one particularly preferred host or parent host because it is a common host strain for recombinant 

15 DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic enzymes. For 
example, strain W31 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
to the host, with examples of such hosts including E, coli W3110 strain 1A2, which has the complete genotype 
toriA ; E. coli W3110 strain 9E4, which has the complete genotype tonA ptr3\ E. coli W3110 strain 27C7 
(ATCC 55,244), which has the complete genotype tonA ptrS phoA El 5 (argF-lac)169 degP ompTkan^\ E. coli 

20 W3110 strain 37D6, which has the complete genotype tonA ptr3 phoA El 5 (argF-lac)169 degP ompT rbs7 
ilvG kan''; E, coli W3110 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion 
mutation; and an£. coli strain having mutant periplasmic protease disclosed in U.S. Patent No, 4,946,783 issued 
7 August 1990. Alternatively, in vitro methods of cloning, e.g., PCR or other nucleic acid polymerase 
reactions, are suitable. 

25 In addition to prokaryotes. eukaryotic microbes such as filamentous fungi or yeast are suitable cloning 

or expression hosts for PRO-encoding vectors. Saccharomyces cerevisiae is a conunonly used lower eukaryotic 
host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse, Nature, 290: 140 [1981]; 
EP 139,383 published 2 May 1985); Kluyveromyces hosts (U.S. Patent No, 4,943,529; Fleer et al., 
Bio/Technology . 9:968-975 (1991)) such as. e.g.. K. lactis (MW98-8C, CBS683, CBS4574; Louvencourt et 

30 al., J. Bacteriol. . 154(2): 737-742 [1983]), K. fragilis (ATCC 12.424). AT. bulgancus (ATCC 16,045), K. 
wickeramii (ATCC 24,178). K. waltii (ATCC 56,500), K, drosophilarum (ATCC 36,906; Van den Berg et al., 
Bio/Technology . 8: 135 (1990)), K. thermotolerans , and K, marxianus; yarrowia (EP 402,226); Pichia pastoris 
(EP 183,070; Sreekrishna et al., J. Basic Microbiol. . 28:265-278 [1988]); Candida; Trichoderma reesia (EP 
244.234); Neurospora crassa (Case et al., Proc. Natl. Acad. Sci. USA . 76:5259-5263 [1979]); Schwanniomyces 

35 such as Schwanniomyces occidentalis (EP 394,538 published 31 October 1990); and filamentous fungi such as, 
^.g.^ Neurospora, Penicillium, rt>/yp^?c/a^//wm (WO 9 1/00357 published lOJanuary 1991). dJidAspergillusYiOsxs 
such as A. nidulans (Ballance et al., Biochem. Biophvs. Res. Commun. . 112:284-289 [1983]; Tilbum et al., 
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Gene, 26:205-221 [1983]; Yeltonet al., Proc. Natl, Acad. Sci. USA . 81: 1470-1474 [1984]) and>l. m^er (Kelly 
and Hynes, EMBO J.. 4:475-479 [1985]). Methylotropic yeasts are suitable herein and include, but are not 
limited to. yeast capable of growth on methanol selected from the genera consisting of Hansenula, Candida, 
Kloeckera, Pichia, Saccharomyces, Torulopsis, and Rhodotorula, A list of specific species that are exemplary 
of this class of yeasts may be found in C. Anthony, The Biochemistry of Methvlotrop hs. 269 (1982). 
5 Suitable host cells for the expression of glycosylated PRO are derived from multicellular organisms. 

Examples of invertebrate cells include insect cells such as Drosophila S2 and Spodoptera Sf9, as well as plant 
cells. Examples of useful mammalian host cell lines include Chinese hamster ovary (CHO) and COS cells. 
More specific examples include monkey kidney CVl line transformed by SV40 (COS-7, ATCC CRL 1651); 
human embryonic kidney line (293 or 293 cells subcloned for growth in suspension culture, Graham et al., 
10 Gen Virol.., 36:59 (1977)); Chinese hamster ovary cellsZ-DHFR (CHO. Urlaub and Chasin, Proc. Natl. Acad. 
Sci. USA. 77:4216 (1980)); mouse Sertoli cells (TM4, Mather, Biol. Reorod. . 23:243-251 (1980)); human lung 
cells (W138, ATCC CCL 75); human liver cells (Hep G2, HB 8065); and mouse mammary tumor (MMT 
060562. ATCC CCL51). The selection of the appropriate host cell is deemed to be within the skill in the art. 

15 3. Selection and Use of a Renlicable Vector 

The nucleic acid (e.g., cDNA or genomic DNA) encoding PRO may be inserted into a replicable vector 
for cloning (amplification of the DNA) or for expression. Various vectors are publicly available. The vector 
may, for example, be in the form of a plasmid, cosmid, viral panicle, or phage. The appropriate nucleic acid 
sequence may be inserted into the vector by a variety of procedures. In general, DNA is inserted into an 

20 appropriate restriction endonuclease site(s) using techniques known in the art. Vector components generally 
include, but are not limited to, one or more of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer element, a promoter, and a transcription termination sequence. Construction of suitable 
vectors containing one or more of these components employs standard ligation techniques which are known to 
the skilled artisan. 

25 The PRO may be produced recombinantly not only directly, but also as a fusion polypeptide with a 

heterologous polypeptide, which may be a signal sequence or other polypeptide having a specific cleavage site 
at the N-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component of 
the vector, or it may be a pan of the PRO-encoding DNA that is inserted into the vector. The signal sequence 
may be a prokaryotic signal sequence selected, for example, from the group of the alkaline phosphatase, 

30 penicillinase, 1pp. or heat-stable enterotoxin II leaders. For yeast secretion the signal sequence may be, e.g., 
the yeast invertase leader, alpha factor leader (including Saccharomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5,010,182), or acid phosphatase leader, the C albicans glucoamylase 
leader (EP 362,179 published 4 April 1990), or the signal described in WO 90/13646 published 15 November 
1990- In mammalian cell expression, mammalian signal sequences may be used to direct secretion of the 

35 protein, such as signal sequences from secreted polypeptides of the same or related species, as well as viral 
secretory leaders. 
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Both expression and cloning vectors contain a nucleic acid sequence that enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from theplasmid pBR322 is suitable for most Gram-negative bacteria, the 2/i plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
cloning vectors in mammalian cells. 
5 Expression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 

Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g., ampicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g., the gene encoding D-alanine racemase for Bacilli. 

An example of suitable selectable markers for mammalian cells are those that enable the identification 

10 of cells competent to take up the PRO-encoding nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaub et al.. Proc. Natl. Acad. Sci. USA . 77:4216 (1980). A suitable 
selection gene for use in yeast is the trpl gene present in the yeast plasmid YRp7 [Stinchcomb et al.. Nature . 
282:39 (1979); Kingsman et al,. Gene , 7:141 (1979); Tschemper et al.. Gene . 10:157 (1980)]. The trpl gene 

15 provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-1 [Jones. Genetics , 85:12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRO-encoding nucleic 
acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells are well 
known. Promoters suitable for use with prokaryotic hosts include the p-lactamase and lactose promoter systems 

20 [Chang et al.. Nature, 275:615 (1978); Goeddel et al.. Nature . 281:544 (1979)], alkaline phosphatase, a 
tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res. . 8:4057 (1980); EP 36,776], and hybrid 
promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA . 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgamo (S.D.) sequence operably linked to the DNA 
encoding PRO. 

25 Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 

phosphoglycerate kinase [Hitzeman et al., J. Biol. Chem. . 255:2073 (1980)] or other glycolytic enzymes [Hess 
et al., J. Adv. Enzyme Reg. . 7:149 (1968); Holland, Biochemistry . 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphaie dehydrogenase, hexokinase, pyruvate decarboxylase, phosphofructokinase, glucose- 
6-phosphate isomerase, 3-phosphoglyceratemutase, pyruvate kinase, triosephosphate isomerase. phosphoglucose 

30 isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothionein, glyceraldehyde-3- 
phosphate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 

35 promoters for use in yeast expression are further described in EP 73,657. 

PRO transcription from vectors in manmialian host cells is controlled, for example, by promoters 
obtained from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,211,504 published 5 July 
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1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus. hepatitis-B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.g., the 
actin promoter or an immunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

Transcription of a DNA encoding the PRO by higher eukaryotes may be increased by inserting an 
5 enhancer sequence into the vector. Enhancers are cis-acting elements of DNA. usually about from 10 to 300 
bp, that act on a promoter to increase its transcription. Many enhancer sequences are now known from 
mammalian genes (globin, elastase, albumin, a-fetoprotein, and insulin). Typically, however, one will use an 
enhancer from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replication 
origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side of the 

10 replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5' or 
3* to the PRO coding sequence, but is preferably located at a site 5' from the promoter. 

Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or nucleated 
cells from other multicellular organisms) will also contain sequences necessary for the termination of 
transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5' and, 

15 occasionally 3\ untranslated regions of eukaryotic or viral DNAs or cDNAs. These regions contain nucleotide 
segments transcribed as polyadenylated fragments in the untranslated portion of the mRNA encoding PRO. 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO in 
recombinant vertebrate cell culture are described in Gething et al.. Nature . 293:620-625 (1981); Mantei et aL, 
Nature, 281:40-46 (1979); EP 117.060; and EP 117,058. 

20 

4. Detecting Gene Amplification/Expression 

Gene amplification and/or expression may be measured in a sample directly, for example, by 
conventional Southern blotting, Northern blotting to quantitate the transcription of mRNA [Thomas, Proc. Natl. 
Acad. Sci. USA . 77:5201-5205 (1980)], dot bloning (DNA analysis), or in situ hybridization, using an 

25 appropriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RNA hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
to the duplex can be detected. _ _ 

30 Gene expression, alternatively, may be measured by immunological methods, such as 

immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directly the expression of gene product. Antibodies useful for immunohistochemical staining and/or assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based on 

35 the DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a specific 
antibody epitope. 
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5. Purification of Polypeptide 
Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 
it can be released from the membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
. cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as freeze-thaw cycling, sonication. mechanical disruption, or cell lysing agents, 
5 It may be desired to purify PRO from recombinant cell proteins or polypeptides. The following 

procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
DEAE; chromatofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example, 
Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal chelating columns 
10 to bind epitope-tagged forms of the PRO. Various methods of protein purification may be employed and such 
methods are known in the art and described for example in Deutscher, Methods in Enzvmologv . 182 (1990); 
Scopes, Protein Pu rification: Principles and Practice . Springer- Verlag. New York (1982). The purification 
step(s) selected will depend, for example, on the naoire of the production process used and the panicular PRO 
produced. 

15 

E. Uses for PRO 

Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 
molecular biology, including uses as hybridization probes, in chromosome and gene mapping and in the 
generation of anti-sense RNA and DNA. PRO nucleic acid will also be useful for the preparation of PRO 
20 polypeptides by the recombinant techniques described herein. 

The full-length native sequence PRO gene, or portions thereof, may be used as hybridization probes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (for instance, those 
encoding naturally-occurring variants of PRO or PRO from other species) which have a desired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 
25 bases. The hybridization probes may be derived from at least panially novel regions of the full length native 
nucleotide sequence wherein those regions may be determined without imdue experimentation or from genomic 
sequences including promoters, enhancer elements and introns of native sequence PRO. By way of example, 
a screening method will comprise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 
30 including radionucleotides such as ^^P or ^^S, or enzymatic labels such as alkaline phosphatase coupled to the 
probe via avidin/bioiin coupling systems. Labeled probes having a sequence complementary to that of the PRO 
gene of the present invention can be used to screen libraries of human cDNA, genomic DNA or mRNA to 
determine which members of such libraries the probe hybridizes to. Hybridization techniques are described in 
further detail in the Examples below. 

Any EST sequences disclosed in the present application may similarly be employed as probes, using 
the methods disclosed herein. 
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Other useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides comprising 
a singe-stranded nucleic acid sequence (either RNA or DNA) capable of binding to target PRO mRNA (sense) 
or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the present invention, 
comprise a fragment of the coding region of PRO DNA. Such a fragment generally comprises at least about 14 
nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an antisense or a sense 
5 oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, for example. Stein and 
Cohen (Cancer Res. 48:2659, 1988) and van der Krol et al. (BioTechniques 6:958, 1988). 

Binding of antisense or sense oligonucleotides to target nucleic acid sequences results in the formation 
of duplexes that block traitiscription or translation of the target sequence by one of several means, including 
enhanced degradation of the duplexes, premanire termination of transcription or translation, or by other means. 
10 The antisense oligonucleotides thus may be used to block expression of PRO proteins. Antisense or sense 
oligonucleotides further comprise oligonucleotides having modified sugar-phosphodiester backbones (or other 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linkages are resistant to 
endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 
resisting enzymatic degradation) but retain sequence specificity to be able to bind to target nucleotide sequences. 
15 Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 

covalently linked to organic moieties, such as those described in WO 90/10048, and other moieties that increases 
affinity of the oligonucleotide for a target nucleic acid sequence, such as poly-(L-lysine). Further still, 
intercalating agents, such as elliptic ine, and alkylating agents or metal complexes may be attached to sense or 
antisense oligonucleotides to modify binding specificities of the antisense or sense oligonucleotide for the target 
20 nucleotide sequence. 

Antisense or sense oligonucleotides may be introduced into a cell containing the target nucleic acid 
sequence by any gene transfer method, including, for example, CaP04-mediated DNA transfection, 
electroporation, or by using gene transfer vectors such as Epstein-Barr virus. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted into a suitable retroviral vector. A cell containing the target nucleic 
25 acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable retroviral 
vectors include, but are not limited to. those derived from the murine retrovirus M-MuLV, N2 (a retrovirus 
derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and DCT5C (see WO 
90/13641). 



ligand binding molecules include, but are not limited to, cell surface receptors, growth factors, other cytokines, 
or other ligands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corresponding molecule 
or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 



nucleic acid sequence by formation of an oligonucleotide-lipid complex, as described in WO 90/10448. The 
sense or antisense oligonucleotide-lipid complex is preferably dissociated within the cell by an endogenous lipase. 



30 



Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 



35 



Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the target 
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Antisense or sense RNA or DNA molecules are generally at least about 5 bases in length, about 10 
bases in length, about 15 bases in length, about 20 bases in length, about 25 bases in length, about 30 bases in 
length, about 35 bases in length, about 40 bases in length, about 45 bases in length, about 50 bases in length, 
about 55 bases in length, about 60 bases in length, about 65 bases in length, about 70 bases in length, about 75 
bases in length, about 80 bases in length, about 85 bases in length, about 90 bases in length, about 95 bases in 
5 length, about 100 bases in length, or more. 

The probes may also be employed in PGR techniques to generate a pool of sequences for identification 
of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 

10 nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
using known techniques, such as in situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

When the coding sequences for PRO encode a protein which binds to another protein (example, where 
the PRO is a receptor), the PRO can be used in assays to identify the other proteins or molecules involved in 

15 the binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
or agonists of the binding interaction. Also, the receptor PRO can be used to isolate correlative ligand(s). 
Screening assays can be designed to find lead compounds that mimic the biological activity of a native PRO or 
a receptor for PRO. Such screening assays will include assays amenable to high-throughput screening of 

20 chemical libraries, making them particularly suitable for identifying small molecule drug candidates. Small 
molecules contemplated include synthetic organic or inorganic compounds. The assays can be performed in a 
variety of formats, including protein-protein binding assays, biochemical screening assays, immunoassays and 
cell based assays, which are well characterized in the an. 

Nucleic acids which encode PRO or its modified forms can also be used to generate either transgenic 

25 animals or "knock out" animals which, in turn, are useful in the development and screening of therapeutically 
useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells that contain a transgene, 
which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g., an embryonic 
stage. A transgene is a DNA which is integrated into the genome of a cell from which a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 

30 accordance with established techniques and the genomic sequences used to generate transgenic animals that 
contain cells which express DNA encoding PRO. Methods for generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the an and are described, for example, in U.S. Patent 
Nos. 4,736,866 and 4,870,009. Typically, particular cells would be targeted for PRO transgene incorporation 
with tissue-specific enhancers. Transgenic animals that include a copy of a transgene encoding PRO introduced 

35 into the germ line of the animal at an embryonic stage can be used to examine the effect of increased expression 
of DNA encoding PRO. Such animals can be used as tester animals for reagents thought to confer protection 
from, for example, pathological conditions associated with its overexpression. In accordance with this facet of 
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the invention, an animal is treated with the reagent and a reduced incidence of the pathological condition, 
compared to untreated animals bearing the transgene, would indicate a potential therapeutic intervention for the 
pathological condition. 

Alternatively, non-human homologues of PRO can be used to construct a PRO "knock out" animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
5 endogenous gene encoding PRO and altered genomic DNA encoding PRO introduced into an embryonic stem 
cell of the animal. For example. cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques. A portion of the genomic DNA encoding PRO can be deleted or 
replaced with another gene, such as a gene encoding a selectable marker which can be used to monitor 
integration. Typically, several kilobases of unaltered flanking DNA (both at the 5* and 3' ends) are included 

10 in the vector [see e.g.. Thomas and Capecchi. CelK 51:503 (1987) for a description of homologous 
recombination vectors]. The vector is introduced into an embryonic stem cell line (e.g. , by electroporation) and 
cells in which the introduced DNA has homologous! y recombined with the endogenous DNA are selected [see 
e.g., Li et al.. Cell . 69:915 (1992)]. The selected cells are then injected into a blastocyst of an animal (e.g., 
a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Teratocarcinomas and Embryonic Stem 

15 Cells: A Practical Approach, E. J. Robertson, ed. (IRL. Oxford, 1987), pp. 1 13-152]. A chimeric embryo can 
then be implanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring the homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal contain the 
homologously recombined DNA. Knockout animals can be characterized for instance, for their ability to defend 

20 against certain pathological conditions and for their development of pathological conditions due to absence of 
the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used in gene therapy. In gene therapy 
applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy" includes both conventional 

25 gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutically effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain genes in 
vivo. It has already been shown that short antisense oligonucleotides can be imported into cells where they act 
as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by the cell 

30 membrane. (Zamecnik et al., Proc. Natl. Acad. Sci. USA 83:4143-4146 [1986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into cultured cells in vitro, or in vivo in 
35 the cells of the intended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion. DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include transfection with viral 
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(typically retroviral) vectors and viral coat protein-liposome mediated transfection (Dzau et al.. Trends in 
Biotechnology 11, 205-210 [1993]). In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which bind 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
5 uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Biol. Chem. 262, 
4429-4432 (1987); and Wagner et al.. Proc. Natl. Acad. Sci. USA 87. 3410-3414 (1990). For review of gene 
marking and gene therapy protocols see Anderson et al., Science 256, 808-813 (1992). 
1 0 The PRO polypeptides described herein may also be employed as molecular weight markers for protein 

electrophoresis purposes and the isolated nucleic acid sequences may be used for recombinantly expressing those 
markers. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein are 
useful for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 

15 markers, since relatively few chromosome marking reagents, based upon actual sequence data are presently 
available. Each PRO nucleic acid molecule of the present invention can be used as a chromosome marker. 

The PRO polypeptides and nucleic acid molecules of the present invention may also be used 
diagnosiically for tissue typing, wherein the PRO polypeptides of the present invention may be differentially 
expressed in one tissue as compared to another, preferably in a diseased tissue as compared to a normal tissue 

20 of the same tissue type. PRO nucleic acid molecules will find use for generating probes for PCR, Northern 
analysis, Southern analysis and Western analysis. 

The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the present invention can be formulated according to known methods to prepare pharmaceuiically 
useful compositions, whereby the PRO product hereof is combined in admixmre with a pharmaceutically 

25 acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 
having the desired degree of purity with optional physiologically acceptable carriers, excipients or stabilizers 
(Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)), in the form of lyophilized 
formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic to recipients at the 
dosages and concentrations employed, and include buffers such as phosphate, citrate and other organic acids; 

30 antioxidants including ascorbic acid; low molecular weight (less than about 10 residues) polypeptides; proteins, 
such as serum albimiin, gelatin or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone, amino 
acids such as glycine, giutamine, asparagine, arginine or lysine; monosaccharides, disaccharides and other 
carbohydrates including glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as 
mannitol or sorbitol; salt-forming coimterions such as sodium; and/or nonionic surfactants such as TWEEN"^^. 

35 PLURONICS^^ or PEG. 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 
filtration through sterile filtration membranes, prior to or following lyophilization and reconstitution. 
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Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. injection or infusion by intravenous, 
intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or intralesional routes, topical 
administration, or by sustained release systems. 
5 Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 

vary depending on the particular use envisioned. The determination of the appropriate dosage or route of 
administration is well within the skill of an ordinary physician. Animal experiments provide reliable guidance 
for the determination of effective doses for human therapy. Interspecies scaling of effective doses can be 
performed following the principles laid down by Mordenti, J. and Chappell, W. "The use of interspecies scaling 
10 in toxicokinetics" In Toxicokinetics and New Drug Development, Yacobi et al., Eds., Pergamon Press, New 
York 1989, pp. 42-96. 

When in vivo administration of a PRO polypeptide or agonist or antagonist thereof is employed, normal 
dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day, 
preferably about 1 ;ig/kg/day to 10 mg/kg/day, depending upon the route of administration. Guidance as to 
15 particular dosages and methods of delivery is provided in the literature; see, for example, U.S. Pat. Nos^ 
4,657,760; 5,206,344; or 5.225,212. It is anticipated that different formulations will be effective for different 
treatment compounds and different disorders, that administration targeting one organ or tissue, for example, may 
necessitate delivery in a manner different from that to another organ or tissue. 

Where sustained-release administration of a PRO polypeptide is desired in a formulation with release 

20 characteristics suitable for the treatment of any disease or disorder requiring administration of the PRO 
polypeptide, microencapsulation of the PRO polypeptide is contemplated. Microencapsulation of recombinant 
proteins for sustained release has been successfully performed with human growth hormone (rhGH), interferon- 
(rhlFN- ), interleukin-2, and MN rgpl20. Johnson et al., Nat. Med. . 2:795-799 (1996); Yasuda, Biomed. 
Then, 27:1221-1223 (1993); Mora et al.. Bio/Technologv. 8:755-75R (1990); Cleland, "Design and Production 

25 of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems," in Vaccine Design: 
The Subunit and Adjuv ant Approach . Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96/07399; and U.S. Pat. No. 5,654,010. 

The sustained-release formulations of these proteins were developed using poly-lactic-coglycolic acid 
(PLGA) polymer due to its biocompatibility and wide range of biodegradable properties. The^degradation 

30 products of PLGA, lactic and glycolic acids, can be cleared quickly within the himian body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis. "Controlled release of bioactive agents from lactide/glycolide polymer," in: M. Chasin 
and R. Langer (Eds.), Biodeeradable Polvmers as Drug Deliverv Svstems (Marcel Dekker: New York, 1990), 
pp. 1-41. 

35 This invention encompasses methods of screening compounds to identify those that mimic the PRO 

polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
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encoded by the genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art. 
5 All assays for antagonists are common in that they call for contacting the drug candidate with a PRO 

polypeptide encoded by a nucleic acid identified herein under conditions and for a time sufficient to allow these 
two components to interact. 

In binding assays, the interaction is binding and the complex formed can be isolated or detected in the 
reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the gene identified herein or the 

10 drug candidate is immobilized on a solid phase, e.g., on a microtiter plate, by covalent or non-covalent 
attachments. Non-covalent attachment generally is accomplished by coating the solid surface with a solution of 
the PRO polypeptide and drying. Alternatively, an immobilized antibody, e.g. , a monoclonal antibody, specific 
for the PRO polypeptide to be immobilized can be used to anchor it to a solid surface. The assay is performed 
by adding the non-immobilized component, which may be labeled by a detectable label, to the immobilized 

15 component, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
detected. When the originally non-immobilized component carries a detectable label, the detection of label 
immobilized on the surface indicates that complexing occurred. Where the originally non-immobilized 
component does not carry a label, complexing can be detected, for example, by using a labeled antibody 

20 specifically binding the immobilized complex. 

If the candidate compound interacts with but does not bind to a particular PRO polypeptide encoded by 
a gene identified herein, its interaction with that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional approaches, such as. e.g., cross-linking, co- 
immunoprecipitation, and co-purification through gradients or chromatographic columns. In addition, protein- 

25 protein interactions can be monitored by using a yeast-based genetic system described by Fields and co-workers 
(Fields and Song, Nature (London) . 340:245-246 (1989); Chien et al., Proc. Natl. Acad. Sci. USA . 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans, Proc. Natl. Acad. Sci. USA . 89: 5789-5793 (1991). Many 
transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domains, one acting 
as the DNA-binding domain, the other one functioning as the transcription-activation domain. The yeast 

30 expression system described in the foregoing publications (generally referred to as the "two-hybrid system") 
takes advantage of this property, and employs two hybrid proteins, one in which the target protein is fiised to 
the DNA-binding domain of GAL4, and another, in which candidate activating proteins are fused to the 
activation domain. The expression of a GALl-/acZ reporter gene under control of a GAL4-activated promoter 
depends on reconstitution of GAL4 activity via protein-protein interaction. Colonies containing interacting 

35 polypeptides are detected with a chromogenic substrate for p-galactosidase. A complete kit 
(MATCHMAKERS^) for identifying protein-protein interactions between two specific proteins using the two- 
hybrid technique is commercially available from Clontech. This system can also be extended to map protein 
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domains involved in specific protein interactions as well as to pinpoint amino acid residues that are crucial for 
these interactions. 

Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 
and other intra- or extracellular components can be tested as follows: usually a reaction mixture is prepared 
containing the product of the gene and the intra- or extracellular component under conditions and for a time 
5 allowing for the interaction and binding of the two products. To test the ability of a candidate compound to 
inhibit binding, the reaction is run in the absence and in the presence of the test compound. In addition, a 
placebo may be added to a third reaction mixture, to serve as positive control. The binding (complex formation) 
between the test compound and the intra- or extracellular component present in the mixture is monitored as 
described hereinabove. The formation of a complex in the control reaction(s) but not in the reaction mixture 
1 0 containing the test compound indicates that the test compound interferes with the interaction of the test compound 
and its reaction partner. 

To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 
screened for a panicular activity and the ability of the compound to inhibit the activity of interest in the presence 
of the PRO polypeptide indicates that the compound is an antagonist to the PRO polypeptide. Alternatively, 

1 5 antagonists may be detected by combining the PRO polypeptide and a potential antagonist with membrane-bound 
PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay. The PRO polypeptide can be labeled, such as by radioactivity, such that the number of PRO polypeptide 
molecules bound to the receptor can be used to determine the effectiveness of the potential antagonist. The gene 
encoding the receptor can be identified by numerous methods known to those of skill in the art, for example, 

20 ligand panning and FACS sorting. Coligan et al.. Current Protocols in Immun. . 1(2): Chapter 5 (1991). 
Preferably, expression cloning is employed wherein polyadenylated RNA is prepared from a cell responsive to 
the PRO polypeptide and a cDN A library created from this RNA is divided into pools and used to transfect COS 
cells or other cells that are not responsive to the PRO polypeptide. Transfected cells that are grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 

25 including iodination or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub-pools are 
prepared and re-transfected using an interactive sub-pooling and re-screening process, eventually yielding a 
single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffinity- 

30 linked with cell membrane or extract preparations that express the receptor molecule. Cross-linked material is 
resolved by PAGE and exposed to X-ray film. The labeled complex containing the receptor can be excised, 
resolved into peptide fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
library to identify the gene encoding the putative receptor. 

35 In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 

would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
the compound to enhance or block this interaction could then be measured . 
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More specific examples of potential antagonists include an oligonucleotide that binds to the fusions of 
immunoglobulin with PRO polypeptide, and. in particular, antibodies including, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-id iotypic antibodies, and chimeric 
or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form of the PRO 
5 polypeptide that recognizes the receptor but imparts no effect, thereby competitively inhibiting the action of the 
PRO polypeptide. 

Another potential PRO polypeptide antagonist is an antisense RNA or DNA construct prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acts to block directly the translation of 
mRNA by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 

10 to control gene expression through triple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a polynucleotide to DNA or RNA. For example, the 5 ' coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 
oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee el al., Nucl. Acids Res. . 

15 6:3073 (1979); Cooney et al.. Science . 241: 456 (1988); Dervan et al.. Science , 251:1360 (1991)), thereby 
preventing transcription and the production of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
(antisense - Okano, Neurochem. . 56:560 (1991); OHgodeoxvnucleotides as Antisense Inhibitors of Gene 
Expression (CRC Press: Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 

20 to cells such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the PRO 
polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-initiation site, 
e.g., between about -10 and +10 positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 

25 activity of the PRO polypeptide. Examples of small molecules include, but are not limited to. small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
compounds. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 

Ribozymes act by sequence-specific hybridization to the complementary target RNA, followed by 
30 endonucleolytic cleavage. Specific ribozyme cleavage sites within a potential RNA target can be identified by 

known techniques. For further details see, e.g., Rossi. Current Bioloev . 4:469-471 (1994); and PCT publication 

No. WO 97/33551 (published September 18, 1997). 

Nucleic acid molecules in triple-helix formation used to inhibit transcription should be single-stranded 

and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that it 
35 promotes triple-helix formation via Hoogsteen base-pairing rules, which generally require sizeable stretches of 

purines or pyrimidines on one strand of a duplex: For further details see, e.g., PCT publication No. WO 

91/33551, supra, 
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These small molecules can be identified by any one or more of the screening assays discussed 
hereinabove and/or by any other screening techniques well known for those skilled in the an. 

Diagnostic and therapeutic uses of the herein disclosed molecules may also be based upon the positive 
functional assay hits disclosed and described below. 

5 F. Anti-PRO Antibodies 

The present invention further provides anti-PRO antibodies. Exemplary antibodies include polyclonal, 
monoclonal, humanized, bispecific, and heteroconjugate antibodies, 

1. Polyclonal Antibodies 

10 The anti-PRO antibodies may comprise polyclonal antibodies. Methods of preparing polyclonal 

antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for example, by 
one or more injections of an immunizing agent and, if desired, an adjuvant. Typically, the immimizing agent 
and/or adjuvant will be injected in the manunal by multiple subcutaneous or intraperitoneal injections. The 
immunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful to conjugate 

15 the immunizing agent to a protein known to be immunogenic in the manunal being immunized. Examples of 
such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum albumin, bovine 
thyroglobulin, and soybean trypsin inhibitor. Examples of adjuvants which may be employed include Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 
The immunization protocol may be selected by one skilled in the art without undue experimentation. 

20 

2, Monoclonal Antibodies 

The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature . 256 :495 (1975). 
In a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically immunized with an 

25 inrmiunizing agent to elicit lymphocytes that produce or are capable of producing antibodies that will specifically 
bind to the immunizing agent. Alternatively, the lymphocytes may be immunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lymphocytes ("PBLs**) are used if cells of human origin are desired, or spleen 
cells or lymph node cells are used if non-human mammalian sources are desired. The lymphocytes are then 

30 fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 
hybridoma cell [Coding, Monoclonal Antibodies: Principles and Practice . Academic Press, (1986) pp. 59-103]. 
Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
cultured in a suitable culture mediiun that preferably contains one or more substances that inhibit the growth or 

35 survival of the unfused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthirie 
guanine phosphoribosyi transferase (HGPRT or HPRT), the culmre medium for the hybridomas typically will 
include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
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HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fuse efficiently, suppon stable high level expression of 
antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred immortalized cell lines are murine myeloma lines, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Manassas, 
5 Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production of human monoclonal antibodies [Kozbor, J. Immunol. . 133 :3001 (1984); Brodeur et al. , Monoclonal 
Antibodv Production Techniques and Applications . Marcel Dekker, Inc., New York, (1987) pp. 51-63], 

The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 
monoclonal antibodies directed against PRO. Preferably, the binding specificity of monoclonal antibodies 

10 produced by the hybridoma cells is determined by inmiunoprecipitation or by an in vitro binding assay, such as 
radioimmunoassay (RIA) or enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are 
known in the art. The binding affmity of the monoclonal antibody can, for example, be determined by the 
Scatchard analysis of Munson and Pollard, Anal. Biochem. . 107:220 (1980). 

After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 

15 procedures and grown by standard methods [Coding, supra! . Suitable culture media for this purpose include, 
for example, Dulbecco's Modified Eagle's Medium and RPMI-1640 medium. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 
medium or ascites fluid by conventional immunoglobulin purification procedures such as. for example, protein 

20 A-Sepharose, hydroxylapatite chromatography, gel electrophoresis, dialysis, or affinity chromatography. 

The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 
in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 
and sequenced using conventional procedures (e.g., by using oligonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 

25 invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 
vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster ovary (CHO) cells, 
or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of monoclonal 
antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the homologous murine sequences 

30 [U.S. Patent No. 4,816,567; Morrison et al., supra] or by covalently joining to the immunoglobulin coding 
sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. Such a non-immunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or can be substimted for 
the variable domains of one antigen-combining site of an antibody of the invention to create a chimeric bivalent 
antibody. 

35 The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 

known in the art. For example, one method involves recombinant expression of immunoglobulin light chain and 
modified heavy chain. The heavy chain is truncated generally at any point in the Fc region so as to prevent 
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heavy chain crosslinking. Alternatively, the relevant cysteine residues are substituted with another amino acid 
residue or are deleted so as to prevent crosslinking. 

In vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly, Fab fragments, can be accomplished using routine techniques known 
in the art. 

5 

3. Human and Humanized Antibodies 
The anti-PRO antibodies of the invention may further comprise humanized antibodies or human 
antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobidins, 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab', F(ab')2 or other antigen-binding 
10 subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized antibodies include human immunoglobulins (recipient antibody) in which residues from a 
complementary determining region (CDR) of the recipient are replaced by residues from a CDR of a non-human 
species (donor antibody) such as mouse, rat or rabbit having the desired specificity, affinity and capacity. In 
some instances, Fv framework residues of the himian immunoglobulin are replaced by corresponding non-human 
15 residues. Humanized antibodies may also comprise residues which are found neither in the recipient antibody 
nor in the imported CDR or framework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two. variable domains, in which all or substantially all of the CDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 
those of a human immunoglobulin consensus sequence. The humanized antibody optimally also will comprise 
20 at least a ponion of an immunoglobulin constant region (Fc). typically that of a human immunoglobulin [Jones 
et a!.. Nature, 321:522-525 (1986); Riechmann et al,. Nature, 332:323-329 (1988); and Presta, Curr. Op. 
Struct. Biol. . 2:593-596 (1992)]. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
antibody has one or more amino acid residues introduced into it from a source which is non-human. These non- 
25 human amino acid residues are often referred to as " import" residues, which are typically taken from an "import" 
variable domain. Humanization can be essentially performed following the method of Winter and co-workers 
[Jones et al.. Nature . 321:522-525 (1986); Riechmann et al.. Nature, 332:323-327 (1988); Verhoeyen et al., 
Science, 239:1534-1536 (1988)], by substimting rodent CDRs or CDR sequences for the corresponding 
sequences of a human antibody. Accordingly, such "humanized" antibodies are chimeric antibodies (U.S. Patent 
30 No, 4,816,567), wherein substantially less than an intact human variable domain has been substituted by the 
corresponding sequence from a non-human species. In practice, humanized antibodies are typically human 
antibodies in which some CDR residues and possibly some FR residues are substituted by residues from 
analogous sites in rodent antibodies. 

Human antibodies can also be produced using various techniques known in the an, including phage 
35 display libraries [Hoogenboom and Winter, J. Mol. Biol. . 227:381 (1991); Marks et al., J. Mol. Biol. . 222:581 
(1991)]. The techniques of Cole et al. and Boemer et al. are also available for the preparation of human 
monoclonal antibodies (Cole et al. , Monoclonal Antibodies and Cancer Therapy . Alan R. Liss, p. 77 (1985) and 
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Boemer et ah. J. ImmunoK . 147(l> :86-95 (1991)]. Similarly, human antibodies can be made by introducing 
of human immunoglobulin loci into transgenic animals, e.g., mice in which the endogenous inrununoglobulin 
genes have been partially or completely inactivated. Upon challenge, human antibody production is observed, 
which closely resembles that seen in humans in all respects, including gene rearrangement, assembly, and 
antibody repertoire. This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 
5 5.569,825; 5,625.126; 5,633,425; 5,661,016, and in the following scientific publications: Marks et al., 
Bio/Technology 10. 779-783 (1992); Lonberg etaL, Nature 368 856-859 (1994); Morrison, Nature 368 . 812-13 
(1994); Fishwild et aL, Namre Biotechnology 14. 845-51 (1996); Neuberger. Namre Biotechnology 14, 826 
(1996); Lonberg and Huszar. Intern. Rev. Immunol. 13 65-93 (1995). 

The antibodies may also be affinity matured using known selection and/or mutagenesis methods as 
10 described above. Preferred affinity matured antibodies have an affinity which is five times, more preferably 10 
times, even more preferably 20 or 30 times greater than the starting antibody (generally murine, humanized or 
human) from which the mamred antibody is prepared. 

4. Bispecific Antibodies 

15 Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that have binding 

specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
20 production of bispecific antibodies is based on the co-expression of two immunoglobulin heavy -chain/light-chain 
pairs, where the two heavy chains have different specificities [Milstein and Cuello, Nature . 305:537-539 (1983)] . 
Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography steps. 
25 Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al., EMBO 
1^.10:3655-3659 (1991). 

Antibody variable domains with the desired binding specificities (antibody-antigen combining sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising at least part of the hinge, CH2, and CH3 regions. It is preferred to 

30 have the first heavy -chain constant region (CHI) containing the site necessary for light-chain binding present in 
at least one of the fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co-transfected into a suitable 
host organism. For further details of generating bispecific antibodies see, for example. Suresh et al.. Methods 
in Enzvmolo^v , 121:210 (1986). 

35 According to another approach described in WO 96/27011. the interface between a pair of antibody 

molecules can be engineered to maximize the percentage of heterodimers which are recovered from recombinant 
cell culture. The preferred interface comprises at least a part of the CH3 region of an antibody constant domain. 
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In this method, one or more small amino acid side chains from the interface of the first antibody molecule are 
replaced with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities" of identical or similar 
size to the large side chain(s) are created on the interface of the second antibody molecule by replacing large 
amino acid side chains with smaller ones (e.g. alanine or threonine). This provides a mechanism for increasing 
the yield of the heterodimer over other unwanted end-products such as homodimers. 
5 Bispecific antibodies can be prepared as full length antibodies or antibody fragments (e.g. F(ab')2 

bispecific antibodies). Techniques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispecific antibodies can be prepared can be prepared using chemical 
linkage. Brennane/o/,. Science 229: 81 (1985) describe a procedure wherein intact antibodies are proteolytically 
cleaved to generate F(ab*)2 fragments. These fragments are reduced in the presence of the dithiol complexing 
10 agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of the Fab'-TNB 
derivatives is then reconverted to the Fab'-thiol by reduction with mercaptoethylamine and is mixed with an 
equimolar amount of the other Fab' -TNB derivative to form the bispecific antibody. The bispecific antibodies 
produced can be used as agents for the selective immobilization of enzymes. 

fragments may be directly recovered from E. coli and chemically coupled to form bispecific 
antibodies. Shalaby et aL, J. Exp. Med. 175:217-225 (1992) describe the production of a fully humanized 
bispecific antibody F(ab')2 molecule. Each Fab' fragment was separately secreted from E. coli and subjected 
to directed chemical coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well as trigger the lytic 
20 activity of huinan cytotoxic lymphocytes against human breast tumor targets. 

Various technique for making and isolating bispecific antibody fi*agments directly from recombinant cell 
culnire have also been described. For example, bispecific antibodies have been produced using leucine zippers. 
Kostelny et aL, J. Immunol. 148(5):1547-1553 (1992). The leucine zipper peptides from the Fos and Jun 
proteins were linked to the Fab' portions of two different antibodies by gene fusion. The antibody homodimers 
25 were reduced at the hinge region to form monomers and then re-oxidized to form the antibody heterodimers. 
This method can also be utilized for the production of antibody homodimers. The "diabody** technology 
described by HoUinger et a!., Proc. Natl. Acad. Sci. USA 90:6444-6448 (1993) has provided an alternative 
mechanism for making bispecific antibody fragments. The fragments comprise a heavy-chain variable domain 
(Vh) connected to a light-chain variable domain (VJ by a linker which is too short to allow pairing between the 
30 two domains on the same chain. Accordingly, the Vh and Vl domains of one fragment are forced to pair with 
the complementary V^ and Vh domains of another fragment , thereby forming two antigen-binding sites . Another 
strategy for making bispecific antibody fragments by the use of single-chain Fv (sFv) dimers has also been 
reponed. See, Gruber et aL, J. Immunol. 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific antibodies can be prepared. 
35 Tutt et al. . J. Inmiunol. 147:60 (1991). 

Exemplary bispecific antibodies may bind to two different epitopes on a given PRO polypeptide herein. 
Alternatively, an anti-PRO polypeptide arm may be combined with an arm which binds to a triggering molecule 
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on a leukocyte such as a T-cell receptor molecule (e.g. CD2. CD3, CD28, or B7), or Fc receptors for IgG 
(FcyR). such as FcyRI (CD64), FcyRH (CD32) and FcyRin (CD16) so as to focus cellular defense mechanisms 
to the cell expressing the particular PRO polypeptide. Bispecific antibodies may also be used to localize 
cytotoxic agents to cells which express a particular PRO polypeptide. These antibodies possess a PRO-binding 
arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, 
5 or TETA. Another bispecific antibody of interest binds the PRO polypeptide and further binds tissue factor 
(TF). 

5. Heteroconiujgate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
10 antibodies are composed of two covalently joined antibodies. Such antibodies have, for example, been proposed 
to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of HIV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contemplated that the antibodies may be prepared in vitro 
using known methods in synthetic protein chemistry, including those involving crosslinking agents. For 
example, immunotoxins may be constructed using a disulfide exchange reaction or by forming a thioether bond. 
15 Examples of suitable reagents for this purpose include iminothiolate and methyl -4-mercaptobutyrimidate and 
those disclosed, for example, in U.S. Patent No, 4,676,980. 

6. Effector Function Engineering 

It may be desirable to modify the antibody of the invention with respect to effector function, so as to 
20 enhance, e.g., the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
introduced into the Fc region, thereby allowing interchain disulfide bond formation in this region. The 
homodimeric antibody thus generated may have improved internalization capability and/or increased complement- 
mediated cell killing and antibody -dependent cellular cytotoxicity (ADCC). See Caron et al. , J. Exp Med . , 176 : 
1 191-1 195 (1992) and Shopes, J. Immunol ., 148 : 2918-2922 (1992). Homodimeric antibodies with enhanced 
25 anti-tumor activity may also be prepared using heterobifunctional cross-linkers as described in Wolff et al. 
Cancer Research , 53: 2560-2565 (1993), Alternatively, an antibody can be engineered that has dual Fc regions 
and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson et at., Anti -Cancer 
Drug Design, 3: 219-230 (1989). 

30 7. Immunoconiugates 

The invention also pertains to immunoconjugates comprising an antibody conjugated to a cytotoxic agent 
such as a chemotherapeutic agent, toxin {e.g, , an enzymatically active toxin of bacterial, fungal, plant, or animal 
origin, or fragments thereof), or a radioactive isotope (/.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have been described above. 
35 Enzymatically active toxins and fragments thereof that can be used include diphtheria A chain, nonbinding active 
fragments of diphtheria toxin, exotoxin A chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, 
modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
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(PAPI, PAPII, and PAP-S), momordica charantia inhibitor, curcin, crotin, sapaonaria officinalis inhibitor, 
gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A variety of radionuclides are 
available for the production of radioconjugated antibodies. Examples include ^'^Bi, *^'In, ^Y, and '®^Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of bifunctional protein-coupling 
agents such as N-succinimidyl-3-(2-pyridyIdithiol) propionate (SPDP), iminothiolane (IT), bifunctional 
5 derivatives of imidoesters (such as dimethyl adipimidate HCL), active esters (such as disuccinimidyl suberate). 
aldehydes (such as glutareldehyde). bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine). bis- 
diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine). diisocyanates (such as tolyene 2.6- 
diisocyanate), and bis-active fluorine compounds (such as 1 ,5-difluoro-2.4-dinitrobenzene). For example, a ricin 
immunotoxin can be prepared as described in Vitetta et aL , Science . 238 : 1098 (1987). Carbon- 14-labeled 1- 

10 isothiocyanatobenzyl-3-methyldiethyIene triaminepentaacetic acid (MX-DTPA) is an exemplary chelating agent 
for conjugation of radionucleotide to the antibody. See W094/1 1026. 

In another embodiment, the antibody may be conjugated to a "receptor" (such streptavidin) for 
utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to the patient, followed 
by removal of unbound conjugate from the circulation using a clearing agent and then administration of a 

15 "ligand" {e,g., avidin) diat is conjugated to a cytotoxic agent {e,g,, a radionucleotide). 

8. Immunoliposomes 

The antibodies disclosed herein may also be formulated as immunoliposomes. Liposomes containing 
the antibody are prepared by methods known in the art, such as described in Epstein et aL, Proc. Natl. Acad. 
20 Sci. USA, 82: 3688 (1985); Hwang et aL, Proc. Natl Acad. Sci. USA . 77: 4030 (1980); and U.S. Pat. Nos. 
4,485,045 and 4,544,545. Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation method with a )ipid 
composition comprising phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidyiethanolamine (PEG- 
25 PE), Liposomes are extruded through filters of defined pore size to yield liposomes with the desired diameter. 
Fab* fragments of the antibody of the present invention can be conjugated to the liposomes as described in Martin 
.,.J. Biol. Chem., 257: 286-288 (1982) via a disul fide-interchange reaction. A chemotherapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. See Gabizon et aL , J. National Cancer Inst. . 
8i(19): 1484 (1989). 

30 

9. Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a PRO polypeptide identified herein, as well as other molecules 
identified by the screening assays disclosed hereinbefore, can be administered for the treatment of various 
disorders in the form of pharmaceutical compositions. 
^5 If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 

antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody fragments are used, the smallest inhibitory fragment that 
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specifically binds to the binding domain of the target protein is preferred. For example, based upon the variable- 
region sequences of an antibody, peptide molecules can be designed that retain the ability to bind the target 
protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See. e.g., Marasco et aL, Proc. Natl. Acad. Sci. USA . 90: 7889-7893 (1993). The formuladon 
herein may also contain more than one active compound as necessary for the particular indication being treated, 
5 preferably those with complementary activities that do not adversely affect each other. Alternatively, or in 
addition, the composition may comprise an agent that enhances its function, such as. for example, a cytotoxic 
agent, cytokine, chemotherapeutic agent, or growth-inhibitory agent. Such molecules are suitably present in 
combination in amounts that are effective for the purpose intended. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 

10 techniques or by interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and 
poly-(methylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
liposomes, albumin microspheres, microemulsions, nano-particles, and nanocapsules) or in macroemulsions. 
Such techniques are disclosed in Remington's Pharmaceutical Sciences , supra. 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 

15 filtration through sterile filtration membranes. 

Sustained-release preparations may be prepared. Suitable examples of sustained-release preparations 
include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 
the form of shaped articles, e.g., films, or microcapsules. Examples of sustained-release matrices include 
polyesters, hydrogels (for example, poly(2-hydroxyethyl-methacrylate), or poly(vinylalcohol)), polylactides (U.S. 

20 Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate, non-degradable ethylene-vinyl 
acetate, degradable lactic acid-glycolic acid copolymers such as the LUPRON DEPOT "^^^ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-D-(-)-3- 
hydroxybutyric acid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 

25 antibodies remain in the body for a long time, they may denature or aggregate as a result of exposure to moisture 
at 37 "C, resulting in a loss of biological activity and possible changes in immunogenic ity. Rational strategies 
can be devised for stabilization depending on the mechanism involved. For example, if the aggregation 
mechanism is discovered to be intermolecular S-S bond formation through thio-disulfide interchange, stabilization 
may be achieved by modifying sulfhydryl residues, lyophilizing from acidic solutions, controlling moisture 

30 content, using appropriate additives, and developing specific polymer matrix compositions. 

G. Uses for anti-PRQ Antibodies 

The anti-PRO antibodies of the invention have various utilities. For example, anti-PRO antibodies may 
be used in diagnostic assays for PRO, e.g., detecting its expression (and in some cases, differential expression) 
35 in specific cells, tissues, or serum. Various diagnostic assay techniques known in the art may be used, such as 
competitive binding assays, direct or indirect sandwich assays and immxmoprecipitation assays conducted in 
either heterogeneous or homogeneous phases [Zola, Monoclonal Antibodies: A Manual of Techniques , CRC 
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Press, Inc. (1987) pp. 147-158]. The antibodies used in the diagnostic assays can be labeled with a detectable 
moiety. The detectable moiety should be capable of producing, either directly or indirectly, a detectable signal . 
For example, the detectable moiety may be a radioisotope, such as ^H. *^C, ^^P, ^^S, or '^^I, a fluorescent or 
chemiluminescent compound, such as fluorescein isothiocyanate, rhodamine, or luciferin, or an enzyme, such 
as alkaline phosphatase, beta-galactosidase or horseradish peroxidase. Any method known in die art for 
5 conjugating the antibody to the detectable moiety may be employed, including those methods described by Hunter 
et al.. Nature . 144:945 (1962); David et al.. Biochemistry . 13:1014 (1974); Pain et al., J. Immunol. Meth. . 
40:219 (1981); and Nygren, J. Histochem. and Cvtochem. . 30:407 (1982). 

Anti-PRO antibodies also are useful for the affinity purification of PRO from recombinant cell cultiu-e 
or natural sources. In this process, the antibodies against PRO are immobilized on a suitable support, such a 
10 Sephadex resin or filter paper, using methods well known in the art. The immobilized antibody then is contacted 
with a sample containing the PRO to be purified, and thereafter the support is washed with a suitable solvent that 
will remove substantially all the material in the sample except the PRO, which is bound to the immobilized 
antibody. Finally, the support is washed with another suitable solvent that will release the PRO from the 
antibody. 

1 5 The following examples are offered for illustrative purposes only, and are not intended to limit the scope 

of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by reference 
in their entirety. 

20 EXAMPLES 

Commercially available reagents referred to in the examples were used according to manufacturer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Manassas, 
VA. 

25 

EXAMPLE 1 : Extracellular Domain Homology Screening to Identify Novel Polypeptides and cDNA Encoding 
TTherefor 

The extracellular domain (ECD) sequences (including the secretion signal sequence, if any) from about 
950 known secreted proteins from the Swiss- Prot public database were used to search EST databases. The EST 

30 databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ^*^, 
Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST-2 (Altschul et al., Methods in Enzvmology 266:460-480 (1996)) as a comparison of the ECD protein 
sequences to a 6 frame translation of the EST sequences. Those comparisons with a BLAST score of 70 (or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 

35 sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences using phrap. In addition, the consensus DNA sequences obtained were 
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often (but not always) extended using repeated cycles of BLAST or BLAST-2 and phrap to extend the consensus 
sequence as far as possible using the sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above, oligonucleotides were then 
synthesized and used to identify by PGR a cDNA library that contained the sequence of interest and for use as 
probes to isolate a clone of the full-length coding sequence for a PRO polypeptide. Forward and reverse PGR 
5 primers generally range from 20 to 30 nucleotides and are often designed to give a PGR product of about 100- 
1000 bp in length. The probe sequences are typically 40-55 bp in length. In some cases, additional 
oligonucleotides are synthesized when the consensus sequence is greater than about 1-1 .5kbp. In order to screen 
several libraries for a full-length clone, DNA from the libraries was screened by PGR amplification, as per 
Ausubel et al.. Current Protocols in Molecular Biology , with the PGR primer pair. A positive library was then 

10 used to isolate clones encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
commercially available reagents such as those from Invitrogen, San Diego, GA. The cDNA was pruned with 
oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as 

15 pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al.. Science . 
253:1278-1280 (1991)) in the unique Xhol and NotI sites. 

EXAMPLE 2 : Isolation of cDNA clones bv Amylase Screenine 

1. Preparation of oligo dT primed cDNA library 

20 mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 

Diego, GA (Fast Track 2), This RNA was used to generate an oligo dT primed cDNA library in the vector 
pRK5D using reagents and protocols from Life Technologies, Gaithersburg. MD (Super Script Plasmid System). 
In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI linkered cDNA 
was cloned into Xhol/Notl cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 

25 site followed by an Sfil restriction enzyme site preceding the Xhol/Notl cDNA cloning sites, 

2. Preparation of random crimed cDNA library 

A secondary cDNA library was generated in order to preferentially represent the 5' ends of the primary 
cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used 

30 to generate a random primed cDNA library in the vector pSST-AM Y.O using reagents and protocols from Life 
Technologies (Super Script Plasmid System, referenced above). In this procedure the double stranded cDNA 
was sized to 500-1000 bp, linkered with blunt to NotI adaptors, cleaved with Sfil. and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
the cDNA cloning sites and the mouse amylase sequence (the mamre sequence without the secretion signal) 

35 followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus. cDNAs cloned into this 
vector that are fused in frame with amylase sequence will lead to the secretion of amylase from appropriately 
transfected yeast colonies. 
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3. Transformation and Detection 

DNA from the library described in paragraph 2 above was chilled on ice to which was added 
electrocompetent DHIOB bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
electroporated as recommended by the manufacturer. Subsequently, SOC media (Life Technologies, 1 ml) was 
added and the mixture was incubated at 37 °C for 30 minutes. The transformants were then plated onto 20 
5 standard 150 mm LB plates containing ampicillin and incubated for 16 hours {37°C). Positive colonies were 
scraped off the plates and the DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCl- 
gradient. The purified DNA was then carried on to the yeast protocols below. 

The yeast methods were divided into three categories: (1) Transformation of yeast with the 
plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PGR 
10 amplification of the insert directly from the yeast colony and purification of the DNA for sequencing and fixrther 
analysis. 

The yeast strain used was HD56-5A (ATCC-90785). This strain has the following genotype: MAT 
alphav ura3-52, leu2-3, leu2-112. his3-ll, his3-15, MAL'', SUC"", GAL"". Preferably, yeast mutants can be 
employed that have deficient post-translational pathways. Such mutants may have translocation deficient alleles 
15 in secl\, secl2, sec62, with truncated seel I being most preferred. Alternatively, antagonists (including 
aniisensc nucleotides and/or ligands) which interfere with the normal operation of these genes, other proteins 
implicated in this post translation pathway (e.g., SEC61p. SEC72p. SEC62p, SEC63p, TDJlp or SSAlp-4p) 
or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
exprcssing yeast. 

20 Transformation was performed based on the protocol outlined by Gietz et aL, NucL Acid. Res. . 

20: 1425 (1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) 
and grown overnight at 30°C. The YEPD broth was prepared as described in Kaiser et al., Methods in Yeast 
Genetics . Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culmre was then 
diluted to about 2 x 10^ cells/ml (approx. ODgoo^O.l) into fresh YEPD broth (500 ml) and regrown to 1 x 10'' 

25 cells/ml (approx. OD6oo=0.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bonles in a 
Sorval GS3 rotor at 5,000 rpm for 5 minutes, the supernatant discarded, and then resuspended into sterile water, 
and centrifuged again in 50 ml falcon mbes at 3,500 rpm in a Beckman GS-6KR centrifuge. The supernatant 
was discarded and the cells were subsequently washed with LiAc/TE (10 ml, 10 mM Tris-HCl. 1 mM EDTA 

30 pH 7.5, 100 mM LisOOCCH,), and resuspended into LiAc/TE (2.5 ml). 

Transformation took place by mixing the prepared cells (100 fil) with freshly denatured single stranded 
salmon testes DNA (Lofstrand Labs, Gaithersburg, MD) and transforming DNA (1 fig, vol. < 10 ftl) in 
microfuge tubes. The mixture was mixed briefly by vortexing; then 40% PEG/TE (600 ^1, 40% polyethylene 
gIycoI-4000, 10 mM Tris-HCl, 1 mM EDTA, 100 mM LijOOCCHj, pH 7.5) was added. This mixture was 

35 gently mixed and incubated at 30**C while agitating for 30 minutes. The cells were then heat shocked at 42**C 
for 15 minutes, and the reaction vessel centrifuged in a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 ^^1, 10 mM Tris-HCl. 1 mM EDTA pH 7.5) followed by recentrifugation. The cells 
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10 



15 



were then diluted into TE (1 ml) and aliquots (200 ^tl) were spread onto the selective media previously prepared 
in 150 mm growth plates (VWR). 

Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 
scale reaction, wherein reagent amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
described in Kaiser et al.. Methods in Yeast Genetics . Cold Spring Harbor Press, Cold Spring Harbor. NY, p. 
208-210 (1994), Transformants were grown at 30°C for 2-3 days. 

The detection of colonies secreting amylase was performed by including red starch in the selective 
growth media. Starch was coupled to the red dye (Reactive Red- 120, Sigma) as per the procedure described by 
Biely et al,. Anal. Biochem. , 172: 176-179 (1988). The coupled starch was incorporated into the SCD-Ura agar 
plates at a final concentration of 0.15% (w/v), and was buffered with potassium phosphate to a pH of 7.0 (50- 
100 mM fmal concentration). 

The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 
order to obtain well isolated and identifiable single colonies. Well isolated single colonies positive for amylase 
secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colonies were 
determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 
direcdy. 
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4. Isolation of DNA bv PCR Amplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
water (30 ptl) in a 96 well plate. At this time, the positive colonies were either frozen and stored for subsequent 
analysis or immediately amplified. An aliquot of cells (5 fd) was used as a template for the PCR reaction in a 
25 fi\ volume containing: 0.5 /il Klentaq (Clontech, Palo Alto, CA); 4.0 ^^1 10 mM dNTP^s (Perkin Elmer- 
Cetus); 2.5 fil Kentaq buffer (Clontech); 0,25 fi\ forward oligo 1 ; 0.25 fi\ reverse oligo 2; 12.5 fi\ distilled water. 
The sequence of the forward oligonucleotide I was: 

S'-Tr.TAAAArGACGGCCAG TTAAATAGACCTGCAATTATTAATCT -3* (SEQ ID NO:553) 
The sequence of reverse oligonucleotide 2 was: 

S'-rAGGAAACAGCTATGACC ACCTGCACACCTGCAAATCCATT -3 ' (SEQ ID NO:554) 

PCR was then performed as follows: 



a. 




Denature 


92°C, 


5 minutes 


b. 


3 cycles of: 


Denature 


92^C. 


30 seconds 




Anneal 


59**C, 


30 seconds 






Extend 


72°C, 


60 seconds 


c. 


3 cycles of: 


Denamre 


92"C. 


30 seconds 




Anneal 


57"C. 


30 seconds 






Extend 


72°C. 


60 seconds 


d. 


25 cycles of: 


Denature 


92°C, 


30 seconds 




Anneal 


55''C. 


30 seconds 






Extend 


72°C. 


60 seconds 
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The underlined regions of the oligonucleotides annealed to the ADH promoter region and the amylase 
region, respectively, and amplified a 307 bp region from vector pSST-AMY.O when no insen was present. 
Typically, the first 18 nucleotides of the 5' end of these oligonucleotides contained annealing sites for the 
sequencing primers. Thus, the total product of the PGR reaction from an empty vector was 343 bp. However, 
signal sequence-fused cDNA resulted in considerably longer nucleotide sequences. 

Following the PGR, an aliquot of the reaction (5 pd) was examined by agarose gel electrophoresis in 
a 1% agarose gel using a Tris-Borate-EDTA (TBE) buffering system as described by Sambrook et al., supra . 
Clones resulting in a single strong PGR product larger than 400 bp were further analyzed by DNA sequencing 
after purification with a 96 Qiaquick PGR clean-up colunm (Qiagen Inc. Chatsworth, CA). 
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EXAMPLE 3: Isolation of cDNA Clones Using Signal Algorithm Analvsis 

Various polypeptide-encoding nucleic acid sequences were identified by applying a proprietary signal 
sequence fmding algorithm developed by Genentech, Inc. (South San Francisco, CA) upon ESTs as well as 
clustered and assembled EST fragments from public (e.g., GenBank) and/or private (LIFESEQ®, Incyte 
Pharmaceuticals. Inc., Palo Alto. CA) databases. The signal sequence algorithm computes a secretion signal 
score based on the character of the DNA nucleotides surrounding the first and optionally the second methionine 
codon(s) (ATG) at the 5 '-end of the sequence or sequence fragment under consideration. The nucleotides 
following the first ATG must code for at least 35 unambiguous amino acids without any stop codons. If the first 
ATG has the required amino acids, the second is not examined. If neither meets the requirement, the candidate 
sequence is not scored. In order to determine whether the EST sequence contains an authentic signal sequence, 
the DNA and corresponding amino acid sequences surrounding the ATG codon are scored using a set of seven 
sensors (evaluation parameters) known to be associated with secretion signals. Use of this algorithm resulted 
in the identification of numerous polypeptide-encoding nucleic acid sequences. 

EXAMPLE 4 : Isolation of cDNA clones Encoding Human PRO Polypeptides 

Using the techniques described in Examples 1 to 3 above, numerous full-length cDNA clones were 
identified as encoding PRO polypeptides as disclosed herein. These cDNAs were then deposited under the terms 
of the Budapest Treaty with the American Type Culmre Collection, 10801 University Blvd.. Manassas. VA 
20110-2209. USA (ATGC) as shown in Table 7 below. 



Table 7 



Material 

DNA16438-1387 
35 DNA 19360-2552 
DNA33455-1548 
DNA37155-2651 
DNA38269-2654 
DNA40619-1220 



ATGC Dep. No. 

209771 

203654 

PTA-127 

PTA.429 

PTA-432 

209525 



Deposit Date 

April 14, 1998 
February 9. 1999 
May 25. 1999 
July 27, 1999 
July 27. 1999 
December 10, 1997 
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Table 7 (cont^) 





Material 


ATCC Deo. No. 


Deposit Date 




DNA44174-2513 


203577 


January iz, lyyy 




DNA44675-2662 


PTA-430 


July //, lyyy 




DNA45408-2615 


PTA-203 


June <>, lyyy 


5 


DNA48606-1479 


203040 


July i» lyyo 




DNA52753-2656 


PTA-611 


August 31,1 yyy 




DNA53915-1258 


209593 


January Zl, lyy© 




DNA53991-2553 


203649 


reoruary y, lyyy 




DNA54009-2517 


203574 


January 12, 1999 


10 


DNA56055-1643 


PTA-129 


May 25, 1999 




DNA57033-1403 


209905 


May 27, lyyo 




DNA57252-1453 


203585 


January 12, 1999 




DNA58799-1652 


203665 


February 9, 1999 




DNA59770-2652 


PTA-427 


July 27, 1999 


15 


DNA59774-2665 


PTA-615 


August 31, 1999 




DNA60281-2518 


203582 


January 12, 1999 




DNA60736-2559 


203838 


March 9, 1999 




DNA61 875-2653 


PTA-428 


July 27, 1999 




DNA623 12-2558 


203836 


March 9, 1999 


20 


DNA62849-1604 


PTA-205 


June 8, 1999 




DNA66307-2661 


PTA-431 


July 27. 1999 




DNA66677-2535 


203659 


February 9, 1999 




DNA71235-1706 


203584 


January 12, 1999 




DNA7 1289-2547 


PTA-126 


May 25, 1999 


25 


DNA73775-1707 


PTA-128 


May 25, 1999 




DNA76385-1692 


203664 


February 9, 1999 




DNA76395-2527 


203578 


January 12. 1999 




DNA77622-2516 


203554 


December 22, 1998 




DNA77629-2573 


203850 


March 16, 1999 


30 


DNA77645-2648 


PTA-45 - 


May 11, 1999 




DNA79302-2521 


203545 


i_ ^»-\ i t\C\Ci 

December 22, 1998 




DNA79865-2519 


203544 


December 22. 1998 




DNA801 35-2655 


PTA-234 


June 15, 1999 




DNA80794-2568 


203848 


March 16, 1999 


35 


DNA80796-2523 


203555 


December 22, 1998 




DNA80840-2605 


203949 


April 20, 1999 




DNA80899-2501 


203539 


December 15, 1998 




DNA81 228-2580 


203871 


March 23, 1999 




DNA81761-2583 


203862 


March 23, 1999 


40 


DNA82358-2738 


PTA-510 


August 10, 1999 




DNA82364-2538 


203603 


January 20, 1999 




DNA82424-2566 


203813 


March 2, I9yy 




DNA82430-2557 


203812 


March 2, 19yy 




DNA83500-2506 


203391 


October 29, 1998 


45 


DNA83509-2612 


203965 


April 27, lyyy 




DNA83560-2569 


203816 


March 2, lyyy 




DNA84139-2555 


203814 


March 2, lyyy 




DNA84 14 1-2556 


203810 


March 2, lyyy 




DNA84142-2613 


PTA-22 


\>f -ii/ A 1 OOO 

iviay 4, lyyy 


50 


DNA843 18-2520 


203580 


January 12, 1999 




DNA84909-2590 


203889 


March 30. 1999 




DNA84912-2610 


203964 


April 27, 1999 




DNA84925-2514 


203548 


December 22, 1998 




DNA84928-2564 


203817 


March 2. 1999 


55 


DNA84932-2657 


PTA-235 


June 15. 1999 
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15 



20 



25 



30 



35 



40 



45 



50 



55 



Material 




DcDOsit Date 


DNA86502-26n7 


zu J yoo 


April 27, 1999 


DNA86594-2587 


70*^^04 
zujoyt 


"KAnwr^V^ 1f\ 1 AAA 

Marcn 30, 1999 




zujoyj 


March 30, 1999 


DNA87 185-2563 


7n'^Rl 1 

ZUJOl 1 


K>f rtfr«K O 1 AAA 

Marcn 2, 1999 


DNA8765fi-2582 


ZU J oO / 


March 23, 1999 


DNA87974-2fi0Q 


zujyoj 


April 27, 1999 




ZUJolD 


March 2, 1999 


DNA88004-2575 


zv7j>oyu 


March 30, 1999 


DNA89220-2608 


1 J A-i 


May ZD, 1999 




zu jy /u 


April 27, 1999 




ZU3o4D 


March 16, 1999 


DMAQ177^ 7^S1 


zU^ool 


March 23. 1999 


riMAQlTTO 0^"71 

j-/rN Ay 1 / /y-zj / i 


zU3o44 


March 16, 1999 




r 1 A-513 


August 10, 1999 


nMAQ7710 O^/tl 

I-' IN /\yzz 1 y-^ 1 


zUioo3 


February 9. 1999 


r^MAQOOOl O^A? 

i^i>i /\yzzz j-ZDO / 


■OAIOCI 

zU3o5I 


March 16, 1999 


l-/ IN /\y Z ZZD -X OU 3 


zUiySO 


April 20, 1999 


/\yzz jz-z joy 


zU3oy3 


March 30, 1999 


L^iN /\y zz J 3-z J y y 


r 1 A-134 


May 25, 1999 


uiN Ay ZZ4-) -zD4y 


O AO OC^ 

203852 . 


March 16. 1999 


LilN Ayzz3o-ZO / 1 


r rA-258 


June 22, 1999 


UIN AyZZjH-ZO /z 


PTA-259 


June 22. 1999 


J-/ IN AyZZD J -ZD o4 


203866 


March 23. 1999 


L/iN Ayzzoy-zj /u 


203853 


March 16. 1999 


UINAyzzi5o-zjoo 


203892 


March 30, 1999 


r>NAQ77Qn 7^^n 
j.-'iN Ayzzyu-ZDDl/ 


ZU3 o4 / 


March 16, 1999 


UlN Ayouiz-zozz 


rrA-2i 


May 4, 1999 


l^iN Ay jUzU-zo4z 


PTA-121 


May 25. 1999 


r>M A 048*^0 ^fiOzl 

l-'l^ AVHo jU-ZDU4 


OA-iOC 1 


April 20. 1999 


i-/iN AyHoj j-z3 /y 


OAlOiCA 

zU3ooy 


March 23, 1999 


UlNAy46Jo-ZOJO 


PTA-232 


June 15. 1999 


L/IN AynO^'*— ZOc50 


ri A-385 


July 20, 1999 


1-/ IN AV y *+ O J H— Z J O O 


ZU3o04 


March 23, 1999 


i-/lN AyOoOo--iO / / 


r i A-Z62 


June 22, 1999 


\Ji\t\ry\jo 1 1 -ZOo J 


TVT" A T O 1 


July 20, 1999 


UlN AyOcSoU-zOz4 


yvT* A '% C 

r 1 A-15 


May 4. 1999 


uiN AyoyoO-zoou 


rl A-239 


June 15. 1999 


1-/1N Ayoyoo-zDoj 


K 1 A-384 


July 20, 1999 


uiN Ayoyyj-z /uy 


r 1 A-475 


August 3. 1999 


nMAQ7nn4 o^fo 

i^\^r\.j /UWt-ZJOZ 


zU3oD4 


March 16, 1999 


r)NA07nO*5-7/^R7 


1^ 1 A-J /o 


July 20, 1999 


i-'iN Ay /uuy-zoDo 


r 1 A-zD / 


June 22, 1999 


nMA07ni'i ofxfn 


r i A-Z31 


June 15, 1999 


HNAOR'^RO 7/;Qn 
/A j^o jovi-zoyu 


ry~r A "jcc 
r 1 A-3iSo 


July 20. 1999 




r 1 A-OzU 


August 31, 1999 


DNA98575-7644 


r 1 A- J. 1 o 


May 25, 1999 


DNA98S0'^-7/^O4 


PTA 477 
r 1 A-4 / / 


August 3, 1999 


DNA98600-2703 


PTA-488 


Alien icr '\ 1 QQQ 


DNA9939 1-2572 


203849 


March 16, 1999 


DNA99393-2560 


203837 


March 9, 1999 


DNA100276-2684 


PTA-380 


July 20. 1999 


DNA 1003 12-2645 


PTA-44 


May 11. 1999 


DNA100902-2646 


PTA-42 


May 11, 1999 


DNA 102899-2679 


PTA-123 


May 25, 1999 
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Table 7 (cont*) 





IVlalcrlai 


A li-C Uep. INO. 


I-/CpUSll UdlG 






DT A /iCO 
r 1 A-HOZ 


Aiioiict 1000 




riM A 1 n< Asn i f\ 

Uri A 1 U jOoU-Z / 1 U 


TXT A /IC^ 

rl A-40J 


Aiicyiict 'X 1000 




l/inaiuj / /y-z /Uo 


r 1 A-4o J 


A lionet'^ 1 OOQ 

AUgusi J, lyyy 




r\M A 1 Ci^lQA OAO^ 
L/IV A 1 U J / -ZOb/D 


lyr* A /I OA 


Aiimtof ^ 1000 
Augusi lyyy 




JJ1nA1U3o3o-Z/Uz 


r 1 A-4/0 


August J, iyyy 






Kl A-4 /2 


Augusi J, lyyy 




UN AlU / /Ul -Z / 1 1 


DTP A A on 

r 1 A-4o 7 


August J, lyyy 




DNA1U7 Vol-Z/UV 


lyr* A AQA 
r I A-4o4 


August 0, lyyy 


1 n 


UNAlUoO/U-Z/44 


r 1 A-540 


August 1 /, lyyy 




DNA10oooo-z7z5 


TVTP A etc 

PTA-515 


Aii#*«*^4- 1A 1 AAA 

August lu, lyyy 




DN A 1 08769-2765 


PTA-86I 


/~v^4»,-..Wa«. 1 a 1 Ann 

Uctober ly, 1999 




DNA 108935-2721 


¥Vr» A c 1 0 

PTA-518 


August 10, 1999 




DNA 11 0700-27 16 


¥VX» A til 

PTA-512 


August 10, 1999 


1 c 


DNAl 1 1750-2706 


PTA-489 


August 3, 1999 




UNA 123430-2755 


PTA-614 


August 31 , 1999 




UN A 1 25 1 54-2785 


PTA-957 


November lo,1999 




DNA 142238-2768 


PTA-819 


October 5, 1999 




DN A22779- 1 1 30 


209280 


«- ,..,'t.,,_ 10 1 f\f\^ 
September 18, 1997 




UNA2o847-1395 


209772 


April 14, 1998 




DNA27864-1155 


209375 


C)ctober 16, 1997 




DN A27865- 1 09 1 


209296 


i>eptember 23, 1997 




DNA28497-1 130 


209279 


September 18, 1997 




DNA29101-1122 


209653 


March 5, 1998 




DNA32286-1191 


209385 


October 16, 1997 




DNA32288-1132 


209261 


September 16, 1997 




DNA32290-1164 


209384 


October 16, 1997 




DNA32292-1131 


209258 


September 16, 1997 




DNA32298-1132 


209257 


September 16, 1997 




DNA33085-1 1 10 


209087 


May 3u, 1997 




TNXT A 'I'^fVOT 1 1 CO 

DNA33087-1158 


209381 


October 16, 1997 




DNA33089-1132 


209262 


September 16, 1997 




DNA33092-1202 


209420 


October 28, 1997 




DNA33094-1 131 


209256 


September 16, 1997 




UNA33107-1 135 


20925 1 


September 16, 199/ 




UNA33221-1 133 


209263 


September 16, 1997 




DNA33223-1 136 


209264 


September 16, 1997 




UNA33460-1 166 


209376 


October lo, 199/ 




DNA33473-1176 


209391 


October 17, 1997 




DNA33785-1143 


209417 


October 28, 1997 




UNA33786-1 132 


209253 


September 16, 1997 




DNA34353- 1 428 


209855 


Xfn.. 11 1 AAO 

May 12, 1998 




UN A34392-1 170 


209526 


1~\^»A.vkV>A^ 1 A 1 AA'7 

uecemoer lU, ivy/ 




UN A34434-1 139 


209252 


September 16, 1997 




UNA35550-1 167 


209374 


October lo, 1997 




UN A3j595-122o 


209528 


uecember lu, lyy/ 




UNA35o3o-1216 


209265 


September lo, lyy/ 




UNA35o3y-l 17Z 


209396 


^jctooer 1/, lyy/ 




r*MA'3<AA1 1100 


zuyzui 


Aiimiot 1Q IOC? 

August lo, lyy/ 


50 


DNA35674-1142 


209416 


October 28, 1997 




DNA35841-1173 


209403 


October 17, 1997 




DNA35916-1161 


209419 


October 28, 1997 




DNA35918-1174 


209402 


October 17, 1997 




DNA36350-1158 


209378 


October 16, 1997 


55 


DNA37140-1234 


209489 


November 21. 1997 
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. Table 7 (com*) 





Material 


ATCC Dep. No. 


Deposit Date 




DNA37150-1178 


209401 


October 17, 1997 




DNA38260-1180 


209397 


October 17, 1997 




DNA40021-1154 


209389 


October 17 1997 


5 


DNA40587-1231 


209438 


November 7, 1997 




DNA40592-1242 


209492 


November 2 1 1 QQ7 




DNA40620-1183 


209388 


October 17 1997 




DNA40628-1216 


209432 


November 7 1 007 




DNA4098 1-1234 


209439 


November 7 1 007 


10 


DNA40982-1235 


209433 


November 7 1 007 




DNA41234-1242 


209618 


February 5 1008 




DNA43046-1225 


209484 


November 21 1007 




DNA43316-1237 


209487 


November 21 1 007 




DNA44 167- 1243 


209434 


November 7 1 007 


15 


DNA44184-1319 


209704 


March 1f\ 1008 




DNA44194-1317 


209808 


Anril 78 1008 




DNA44 196- 1353 


209847 


\Akv 6 1 008 




DNA454I9-1252 


209616 




20 


DNA46777-1253 


209619 




DNA47394-1572 


203109 


Aiiaiict 11 1 QQ8 




DNA48331-1329 


209715 


Kfarrh '^1 1008 




DNA48336-1309 


209669 


Marrh 1 1 1008 




DNA49 142- 1430 


203002 


Tnnf* 9*^ 1008 




DNA49646-1327 


209705 


Marrh 76 1008 


25 


DNA49821-1562 


209981 


Itinp 1^ 1008 




DNA49829-1346 


209749 


Anril 7 1008 




DNA50921-1458 


209859 


Mav 17 1008 




DNA52 187- 1354 


209845 


Mav 1008 




DNA52 196- 1348 


209748 


Anril 7 1008 


30 


DNA52598-1518 


203107 


AiioiiQt 1 1 1 Q08 




DNA54228-1366 


209801 


Anril 23 1008 




DNA56047-1456 


209948 


Tnnp 0 lOOR 




DNA561 12-1379 


209883 


Mav 70 1 008 




DNA561 13-1378 


203049 


Ttilv 1 1008 


35 


DNA56352-1358 


209846 


Mav 6 1 0OK 




DNA56433-1406 


209857 


Mav 17 1008 




DNA56439-1376 


209864 


Mav 14 1998 




DNA57530-1375 


209880 


Mav 70 1008 




DNA57689-1385 


209869 


Mav 1 4 1 008 


40 


DNA57690-1374 


209950 


Timp 0 1 00$^ 




DNA57693-1424 


203008 


June 23 1 998 




DNA57838-1337 


203014 


June 23, 1998 




DNA58721-1475 


203110 


Auffust 11 1008 




DNA59205^1421 


203009- 


June 23 1998 


45 


DNA59215-1425 


209961 


June 0 1008 




DNA59220-1514 


209962 


June 9 1998 




DNA59294-138I 


209866 


May 14, 1998 




DNA59488-1603 


203157 


Auffu<;t 25 1 008 


50 


DNA59588-157I 


203106 


August 11, 1998 


DNA59606-147I 


209945 


June 9, 1998 




DNA59620-1463 


209989 


June 16, 1998 




DNA59767-1489 


203108 


August 11, 1998 




DNA59777-1480 


203111 


August 11, 1998 




DNA59814-1486 


203359 


October 20, 1998 


55 


DNA59839-1461 


209988 


June 16, 1998 
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Table 7 (cont') 





ivitiieriai 


ATr'P Dpn Nn 


rip»nACit T^ntp 






Zl/i^i' / o 


Tiinp 1^ 1QQR 

J UilC itj, 1 770 




nNA^OR47-l ^1 1 
uvs /\ jyot / - 1 ^ 1 1 








JLifN /\OUO 1 J - 1 'to J 


7nQQRn 






UrN AOUOZ 1 - 1 J 1 o 












Aiioiict J. 1 QQR 




urs/vouoz / - 1 jUo 


onino7 


AUgusi 'f, lyyo 




r^KTAAn7/i/i 1^11 
ur\/\0\j /Oh-lDjj 


7111/1^7 






Ufsf AOU/ /j-1 jJZ 


ZUJi /3 


CAntAmK^^ 1 1 OOQ 

oepicmDcr i , i yy o 


in 


Li IN AO 1 1 0 J - 1 O^O 


70*^/1/^ 
ZU^40*f 


Mrt\/^mKtf»r 17 1 OOfi 

i>Juvciiiocr 1/, lyyo 




r^KTAAIQTI 1 ^'7/1 
UIN A015 J /4 


7ni 1 '57 


Aiicriict 18 1 0Ofi 

Augusi lo, lyyo 




UlN AOZjUO-1 D /U 


ZUjZj4 


Cfi^ntf^rrtKo-r O 1 OOfi 

ocpicmQcr zfy lyyo 




JJiNAOZoUo-i JoZ 


ZU33jo 


v/Cioper zu, lyyo 




LlI>lAoZol4-15zl 


ZU3093 


August 4, lyyo 


1 c 


r\XTA^^OQC icon 


20345 / 


iNovemDer lyyo 




UIN Ao4ooo- 1 oU 1 


20324 1 


oeptemDer y, lyyo 




DN Ao48oo- 1 542 


203249 


oeptemDer y, lyyo 




l^KTA^ylQQQ 1 </1 1 

JJlNA04ooy-l j4i 


203ZjO 


»>epieinDer y, lyyo 




DPS Ao4oyU- 1 o 1 Z 


203131 


August lo, lyyo 


zu 


U IN A o4 y U - 1 J J 3 




oepiemDer ij, lyyo 




f^KTA^>1Qn< 1 C<0 

DiNAo4yU5-l j5o 




oeptemDer id, lyyo 




DNAd54(JZ-1540 


203252 


oeptemoer y, lyyo 




DN Ao54l)5 - 1 547 


203476 


[NovemDer i /, lyyo 




DNAo5412-1523 


203094 


August 4, lyyo 


ZD 


r^XT A £.£^'^f\f\ 1 CIO 

DNAoo309-l 53o 


203235 


oeptemoer id, lyy© 




DNAoooov - 1 596 


203267 


oepteniDer 22, lyyo 




r\XT A XiC^TC 1 CO"7 


203282 


oepteniDer zz, lyy© 




DNA0881 8-2536 


203657 


^AKmnnr Q 1 AAA 

reoruary y, lyyy 




DNA68864-1629 


203276 


September 22, 1998 




DN A68872- 1 620 


AO 1 iTA 

203160 


A imiir>«- '^C 1 AAQ 

August Zj, lyyo 




DNA71 159-1617 


1 A** IOC 

203135 


A liming- 1 Q 1 AAQ 

August lo, lyyo 




DN A73727-1 673 


AO y1 C A 

203459 


XTmrAmWAT* O 1 AAO 

iMoveiTiDer 3, lyy© 




DNA73739-1645 


203270 


oeptemDer zz, lyyo 




DNA7o4U0-2528 


OAO CTO 

203573 


Tnniinv^i 1 O 1AAA 

January iz, lyyy 


DD 


DN A7o5 10-25U4 


'I AO /I T7 

203477 


Novemoer i /, lyy© 




DNA7o529-1666 


2033 15 


\jcioDer o, lyyo 




DN A7o53o-1 67U 


2033 13 


uciooer o, lyyo 




DN A77301 -1708 


203407 


vJciODerz/, lyyo 




DN A77624-25 1 5 


OAO C C5 

203553 


Decemoer zz, lyy© 


40 


\Jy\t\ /yZjU-ZijZ*) 








DNA79862-2522 


203550 


December 22, 1998 




DNA80 145-2594 


PTA-204 


June 8, 1999 




DNA83500-2506 


203391 


October 29, 1998 




DNA84917-2597 


203863 


March 23, 1999 


45 


DNA92218-2554 


203834 


March 9, 1999 




DNA96042-2682 


PTA-382 


July 20. 1999 



These deposits were made under the provisions of the Budapest Treaty on the International Recognition 
of the Deposit of Microorganisms for the Purpose of Patent Procedure and the Regulations thereunder (Budapest 
50 Treaty). This assures maintenance of a viable culture of the deposit for 30 years from the date of deposit. The 
deposits will be made available by ATCC under the terms of the Budapest Treaty, and subject to an agreement 
between Genentech, Inc. and ATCC, which assures permanent and imrestricted availability of the progeny of 
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the culture of the deposit to the public upon issuance of the pertinent U.S. patent or upon laying open to the 
public of any U.S. or foreign patent application, whichever comes first, and assures availability of the progeny 
to one determined by the U.S. Commissioner of Patents and Trademarks to be entitled thereto according to 35 
use § 122 and the Commissioner's rules pursuant thereto (including 37 CFR §1.14 with particular reference 
to 886 OG 638). 

5 The assignee of the present application has agreed that if a culture of the materials on deposit should 

die or be lost or destroyed when cultivated under suitable conditions, the materials will be promptly replaced on 
notification with another of the same. Availability of the deposited material is not to be construed as a license 
to practice the invention in contravention of the rights granted under the authority of any government in 
accordance with its patent laws. 

10 

EXAMPLE 5 : Use of PRO as a hybridization probe 

The following method describes use of a nucleotide sequence encoding PRO as a hybridization probe. 
• DNA comprising the coding sequence of full-length or mature PRO as disclosed herein is employed as 
a probe to screen for homologous DNAs (such as those encoding naturally-occurring variants of PRO) in human 
15 tissue cDNA libraries or human tissue genomic libraries. 

Hybridization and washing of filters containing either library DNAs is performed under the following 
high stringency conditions. Hybridization of radiolabeled PRO-derived probe to the filters is performed in a 
solution of 50% formamide, 5x SSC, 0.1 % SDS. 0.1% sodium pyrophosphate, 50 mM sodium phosphate, pH 
6.8, 2x Denhardt's solution, and 10% dextran sulfate at 42*'C for 20 hours. Washing of the filters is performed 
20 in an aqueous solution of 0. Ix SSC and 0. 1 % SDS at 42*'C. 

DNAs having a desired sequence identity with the DNA encoding full-length native sequence PRO can 
then be identified using standard techniques known in the art. 

EXAMPLE 6 : Expression of PRO in E. coli 
25 This example illustrates preparation of an unglycosylated form of PRO by recombinant expression in 

E. coli. 

The DNA sequence encoding PRO is initially amplified using selected PCR primers. The primers 
should contain restriction enzyme sites which correspond to the restriction enzyme sites on the selected 
expression vector. A variety of expression vectors may be employed. An example of a suitable vector is 

30 pBR322 (derived from E, coli; see Bolivar et al.. Gene . 2:95 (1977)) which contains genes for ampicillin and 
tetracycline resistance. The vector is digested with restriction enzyme and dephosphorylated. The PCR 
amplified sequences are then ligated into the vector. The vector will preferably include sequences which encode 
for an antibiotic resistance gene, a trp promoter, a polyhis leader (including the first six STII codons, polyhis 
sequence, and enterokinase cleavage site), the PRO coding region, lambda transcriptional terminator, and an 

35 argU gene. 

The ligation mixture is then used to transform a selected E. coli strain using the methods described in 
Sambrook et al. , supra . Transformants are identified by their ability to grow on LB plates and antibiotic resistant 
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colonies are then selected. Plasmid DNA can be isolated and confirmed by restriction analysis and DNA 
sequencing. 

Selected clones can be grown overnight in liquid culture medium such as LB broth supplemented with 
antibiotics. The overnight culmre may subsequently be used to inoculate a larger scale culture. The cells are 
then grown to a desired optical density, during which the expression promoter is mmed on. 
5 After culturing the cells for several more hours, the cells can be harvested by centrifiigation. The cell 

pellet obtained by the cenu-ifugation can be solubilized using various agents known in the art, and the solubilized 
PRO protein can then be purified using a metal chelating column under conditions that allow tight binding of the 
protein. 

PRO may be expressed in E. coli in a poly-His tagged form, using the following procedure. The DNA 

10 encoding PRO is initially amplified using selected PGR primers. The primers will contain restriction enzyme 
sites which correspond to the restriction enzyme sites on the selected expression vector, and other useful 
sequences providing for efficient and reliable translation initiation, rapid purification on a metal chelation 
column, and proteolytic removal with enterokinase. The PGR -amplified, poly-His tagged sequences are then 
ligatcd into an expression vector, which is used to transform an E, coli host based on strain 52 (W3110 

15 fuhA(tonA) Ion galE rpoHts(htpRts) clpP(lacIq), Transformants are first grown in LB containing 50 mg/ml 
carbcnicillin at SC^G with shaking until an O.D.600 of 3-5 is reached. Culmres are then diluted 50-100 fold into 
CRAP media (prepared by mixing 3.57 g (NH4)2S04, 0-71 g sodium citrate«2H20, 1.07 g KCl, 5.36 g Difco 
yeast extract, 5.36 g Sheffield hycase SF in 500 mL water, as well as 110 mM MPOS, pH 7.3, 0.55% (w/v) 
glucose and 7 mM MgSO^) and grown for approximately 20-30 hours at 30**G with shaking. Samples are 

20 removed to verify expression by SDS-PAGE analysis, and the bulk culture is centrifiiged to pellet the cells. Gell 
pellets are frozen until purification and refolding. 

E, coli paste from 0.5 to 1 L fermentations (6-10 g pellets) is resuspended in 10 volumes (w/v) in 7 M 
guanidine, 20 mM Tris, pH 8 buffer. Solid sodium sulfite and sodium tetrathionate is added to make final 
concentrations of 0. IM and 0.02 M, respectively, and the solution is stirred overnight at 4**C. This step results 

25 in a dcnamred protein with all cysteine residues blocked by sulfitolization. The solution is centrifiiged at 40.000 
rpm in a Beckman Ultracentifuge for 30 min. The supernatant is diluted with 3-5 volumes of metal chelate 
column buffer (6 M guanidine, 20 mM Tris, pH 7.4) and filtered through 0.22 micron filters to clarify. The 
clarified extract is loaded onto a 5 ml Qiagen Ni-NTA metal chelate column equilibrated in the metal chelate 
column buffer. The column is washed with additional buffer containing 50 mM imidazole (Galbiochem, Utrol 

30 grade), pH 7.4. The protein is eluted with buffer containing 250 mM imidazole. Fractions containing the 
desired protein are pooled and stored at 4*'G. Protein concentration is estimated by its absorbance at 280 nm 
using the calculated extinction coefficient based on its amino acid sequence. 

The proteins are refolded by diluting the sample slowly into freshly prepared refolding buffer consisting 
of: 20 mM Tris, pH 8.6, 0.3 M NaCl, 2.5 M urea, 5 mM cysteine, 20 mM glycine and 1 mM EDTA. 

35 Refolding volumes are chosen so that the final protein concentration is between 50 to 100 micrograms/ml. The 
refolding solution is stirred gently at 4°C for 12-36 hours. The refolding reaction is quenched by the addition 
of TFA to a final concentration of 0.4% (pH of approximately 3). Before further purification of the protein, the 
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solution is filtered through a 0.22 micron filter and acetonitrile is added to 2-10% final concentration. The 
refolded protein is chromatographed on a Poros Rl/H reversed phase column using a mobile buffer of 0. 1 % 
TFA with elution with a gradient of acetonitrile from 10 to 80%. Aliquots of fractions with A280 absorbance 
are analyzed on SDS pol y aery 1 amide gels and fractions containing homogeneous refolded protein are pooled. 
Generally, the properly refolded species of most proteins are eluted at the lowest concentrations of acetonitrile 
5 since those species are the most compact with their hydrophobic interiors shielded from interaction with the 
reversed phase resin. Aggregated species are usually eluted at higher acetonitrile concentrations. In addition 
to resolving misfolded forms of proteins from the desired form, the reversed phase step also removes endotoxin 
from the samples. 

Fractions containing the desired folded PRO polypeptide are pooled and the acetonitrile removed using 
10 a gentle stream of nitrogen directed at the solution. Proteins are formulated into 20 mM Hepes, pH 6,8 with 
0. 14 M sodium chloride and 4% mannitol by dialysis or by gel filtration using G25 Superfine (Pharmacia) resins 
equilibrated in the formulation buffer and sterile filtered. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

15 EXAMPLE 7 : Expression of PRO in mammalian cells 

This example illustrates preparation of a potentially glycosylated form of PRO by recombinant 
expression in mammalian cells. 

The vector, pRK5 (see EP 307,247, published March 15, 1989), is employed as the expression vector. 
Optionally, the PRO DNA is ligated into pRK5 with selected restriction enzymes to allow insertion of the PRO 
20 DNA using ligation methods such as described in Sambrook et al., supra . The resulting vector is called pRK5- 
PRO. 

In one embodiment, the selected host cells may be 293 cells. Human 293 cells (ATCC CCL 1573) are 
grown to confluence in tissue culoire plates in medium such as DMEM supplemented with fetal calf serum and 
optionally, nutrient components and/or antibiotics. About 10 fig pRK5-PRO DNA is mixed with about 1 fig 

25 DNA encoding the VA RNA gene [Thinunappaya et al. , Cell . 31 :543 (1982)] and dissolved in 500 fd of I mM 
Tris-HCl, 0.1 mM EDTA, 0.227 M CaClj. To this mixmre is added, dropwise, 500 fil of 50 mM HEPES (pH 
7.35), 280 mM NaCl, 1.5 mM NaP04, and a precipitate is allowed to form for 10 minutes at 25**C. The 
precipitate is suspended and added to the 293 cells and allowed to settle for about four hours at 37*'C. The 
culture medium is aspirated off and 2 ml of 20% glycerol in PBS is added for 30 seconds. The 293 cells are 

30 then washed with serum free medium, fresh medium is added and the cells are incubated for about 5 days. 

Approximately 24 hours after the transfections, the culture medium is removed and replaced with culture 
medium (alone) or culture medium containing 200 ^Ci/ml ^^S-cysteine and 200 ^Ci/ml ^^S -methionine. After 
a 12 hour incubation, the conditioned medium is collected, concentrated on a spin filter, and loaded onto a 15% 
SDS gel. The processed gel may be dried and exposed to film for a selected period of time to reveal the 

35 presence of PRO polypeptide. The culmres containing transfected cells may undergo further incubation (in 
senmi free medium) and the medium is tested in selected bioassays. 
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In an alternative technique, PRO may be introduced into 293 cells transiently using the dextran sulfate 
method described by Somparyrac et al., Proc. Natl. Acad. Sci. . 12:7575 (1981). 293 cells are grown to 
maximal density in a spinner flask and 700 fig pRK5-PRO DNA is added. The cells are first concentrated from 
the spinner flask by centrifugation and washed with PBS. The DNA-dextran precipitate is incubated on the cell 
pellet for four hours. The cells are treated with 20% glycerol for 90 seconds, washed with tissue culture 
5 medium, and re-introduced into the spinner flask containing tissue culture medium, 5 /ig/ml bovine insulin and 
0. 1 /ig/ml bovine transferrin. After about four days, the conditioned media is centrifuged and filtered to remove 
cells and debris. The sample containing expressed PRO can then be concentrated and purified by any selected 
method, such as dialysis and/or column chromatography. 

In another embodiment, PRO can be expressed in CHO cells. The pRK5-PRO can be transfected into 

10 CHO cells using known reagents such as CaP04 or DEAE-dextran. As described above, the cell cultures can 
be incubated, and the medium replaced with culture medium (alone) or medium containing a radiolabel such as 
^^S-methionine. After determining the presence of PRO polypeptide, the culture medium may be replaced with 
serum free medium. Preferably, the cultures are incubated for about 6 days, and then the conditioned medium 
is harvested. The medium containing the expressed PRO can then be concentrated and purified by any selected 

15 method. 

Epitope-tagged PRO may also be expressed in host CHO cells. The PRO may be subcioned out of the 
pRK5 vector. The subclone insert can undergo PCR to fuse in frame with a selected epitope tag such as a poly- 
his tag into a Baculovirus expression vector. The poly-his tagged PRO insert can then be subcioned into a S V40 
driven vector containing a selection marker such as DHFR for selection of stable clones. Finally, the CHO cells 

20 can be transfected (as described above) with the SV40 driven vector. Labeling may be performed, as described 
above, to verify expression. The culture medium containing the expressed poly-His tagged PRO can then be 
concentrated and purified by any selected method, such as by Ni^"*'-chelate affinity chromatography. 

PRO may also be expressed in CHO and/or COS cells by a transient expression procedure or in CHO 
cells by another stable expression procedure. 

25 Stable expression in CHO cells is performed using the following procedure. The proteins are expressed 

as an IgG construct (immunoadhesin), in which the coding sequences for the soluble forms (e.g. extracellular 
domains) of the respective proteins are fused to an IgGl constant region sequence containing the hinge, CH2 
and CH2 domains and/or is a poly-His tagged form. 

Following PCR amplification, the respective DNAs are subcioned in a CHO expression vector using 

30 standard techniques as described in Ausubel et al.. Current Protocols of Molecular Biology . Unit 3.16, John 
Wiley and Sons (1997). CHO expression vectors are constructed to have compatible restriction sites 5' and 3* 
of the DNA of interest to allow the convenient shuttling of cDN A's. The vector used expression in CHO cells 
is as described in Lucas et al., Nucl. Acids Res. 24:9 (1774-1779 (1996), and uses the SV40 early 
promoter/enhancer to drive expression of the cDNA of interest and dihydrofolate reductase (DHFR). DHFR 

35 expression permits selection for stable maintenance of the plasmid following transfection. 

Twelve micrograms of the desired plasmid DNA is introduced into approximately 10 million CHO cells 
using commercially available transfection reagents Superfect* (Quiagen), Dosper* or Fugene* (Boehringer 
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Mannheim). The cells are grown as described in Lucas et al,, supra . Approximately 3 x 10"' cells are frozen 
in an ampule for further growth and production as described below. 

The ampules containing the plasmid DNA are thawed by placement into water bath and mixed by 
vortexing. The contents are pipetted into a centrifuge tube containing 10 mLs of media and centrifuged at 1000 
rpm for 5 minutes. The supernatant is aspirated and the cells are resuspended in 10 mL of selective media (0.2 
5 /urn filtered PS20 with 5% 0.2 /xm diafiltered fetal bovine serum). The cells are then aliquoted into a 100 mL 
spirmer containing 90 mL of selective media. After 1-2 days, the cells are transferred into a 250 mL spinner 
filled with 150 mL selective growth medium and incubated at 37°C. After another 2-3 days. 250 mL, 500 mL 
and 2000 mL spinners are seeded with 3 x 10^ cells/mL. The cell media is exchanged with fresh media by 
centrifugation and resuspension in production medium. Although any suitable CHO media may be employed, 

10 a production medium described in U.S. Patent No. 5,122,469, issued June 16, 1992 may actually be used. A 
3L production spinner is seeded at 1.2 x 10^ cells/mL. On day 0, the cell number pH ie determined. On day 
1, the spinner is sampled and sparging with filtered air is commenced. On day 2, the spinner is sampled, the 
temperature shifted to 33°C, and 30 mL of 500 g/L glucose and 0.6 mL of 10% antifoam (e.g., 35% 
polydimethylsiloxane emulsion, Dow Coming 365 Medical Grade Emulsion) taken. Throughout the production, 

15 the pH is adjusted as necessary to keep it at around 7.2. After 10 days, or until the viability dropped below 
70% , the cell culture is harvested by centrifugation and filtering through a 0.22 //m filter. The filtrate was either 
stored at 4*^0 or immediately loaded onto columns for purification. 

For the poly-His tagged constructs, the proteins are purified using a Ni-NTA column (Qiagen). Before 
purification, imidazole is added to the conditioned media to a concentration of 5 mM. The conditioned media 

20 is pumped onto a 6 ml Ni-NTA column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 M NaCl 
and 5 mM imidazole at a flow rate of 4-5 ml/min. at 4**C. After loading, the column is washed with additional 
equilibration buffer and the protein eluted with equilibration buffer containing 0.25 M imidazole. The highly 
purified protein is subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M NaCl and 4% 
mannitol, pH 6.8, with a 25 ml G25 Superfine (Pharmacia) column and stored at -SO^'C. 

25 Immunoadhesin (Fc-containing) constructs are purified from the conditioned media as follows. The 

conditioned medium is pumped onto a 5 ml Protein A column (Pharmacia) which had been equilibrated in 20 
mM Na phosphate buffer, pH 6.8. After loading, the column is washed extensively with equilibration buffer 
before elution with 100 mM citric acid, pH 3.5. The eluted protein is immediately neutralized by collecting 1 
ml fractions into tubes containing 275 /^L of I M Tris buffer, pH 9. The highly pxirified protein is subsequently 

30 desalted into storage buffer as described above for the poly-His tagged proteins. The homogeneity is assessed 
by SDS polyacrylamide gels and by N-terminal amino acid sequencing by Edman degradation. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above, 

EXAMPLE 8 : Expression of PRO in Yeast 
35 The following method describes recombinant expression of PRO in yeast. 

First, yeast expression vectors are constructed for intracellular production or secretion of PRO from 
the ADH2/GAPDH promoter, DNA encoding PRO and the promoter is inserted into suitable restriction enzyme 
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sites in the selected plasmid to direct intracellular expression of PRO. For secretion, DNA encoding PRO can 
be cloned into the selected plasmid, together with DNA encoding the ADH2/GAPDH promoter, a native PRO 
signal peptide or other mammalian signal peptide, or, for example, a yeast alpha-factor or invertase secretory 
signal/leader sequence, and linker sequences (if needed) for expression of PRO. 

Yeast cells, such as yeast strain ABl 10, can then be transformed with the expression plasmids described 
above and cultured in selected fermentation media. The transformed yeast supematants can be analyzed by 
precipitation with 10% trichloroacetic acid and separation by SDS-PAGE, followed by staining of the gels with 
Coomassie Blue stain. 

Recombinant PRO can subsequently be isolated and purified by removing the yeast cells from the 
fermentation medium by centrifugation and then concentrating the medium using selected cartridge filters. The 
concentrate containing PRO may further be purified using selected column chromatography resins. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 9 : Expression of PRO in Baculo virus-Infected Insect Cells 

The following method describes recombinant expression of PRO in Baculovirus-infected insect cells. 

The sequence coding for PRO is fused upstream of an epitope tag contained within a baculo virus 
expression vector. Such epitope tags include poly-his tags and inmiunoglobulin tags (like Fc regions of IgG). 
A variety of plasmids may be employed, including plasmids derived from commercially available plasmids such 
as pVLl393 (Novagen). Briefly, the sequence encoding PRO or the desired portion of the coding sequence of 
PRO such as the sequence encoding the extracellular domain of a transmembrane protein or the sequence 
encoding the mamre protein if the protein is extracellular is amplified by PGR with primers complementary to 
the 5* and 3' regions. The 5* primer may incorporate flanking (selected) restriction enzyme sites. The product 
is then digested widi those selected restriction enzymes and subcloned into the expression vector. 

Recombinant baculovirus is generated by co-transfecting the above plasmid and BaculoGold^*^ virus 
DNA (Pharmingen) into Spodoptera frugiperda ("Sf9") cells (ATCC CRL 1711) using lipofectin (commercially 
available from GIBCO-BRL). After 4-5 days of incubation at 28°C, the released viruses are harvested and used 
for further amplifications. Viral infection and protein expression are performed as described by O'Reilley et 
al., Baculovirus expression vectors: A Laboratory Manual . Oxford: Oxford University Press (1994). 

Expressed poly-his tagged PRO can then be purified, for example, by Ni2"*"-chelate affinity 
chromatography as follows. Extracts are prepared from recombinant virus-infected Sf9 cells as described by 
Rupert et al. , Nature . 362: 175-179 (1993). Briefly, Sf9 cells are washed, resuspended in sonication buffer (25 
mL Hepes, pH 7.9; 12.5 mM MgCls; 0.1 mM EDTA; 10% glycerol; O.l % NP-40; 0.4 M KCl), and sonicated 
twice for 20 seconds on ice. The sonicates are cleared by centrifugation, and the supernatant is diluted 50-fold 
in loading buffer (50 mM phosphate, 300 mM NaCl, 10% glycerol, pH 7.8) and filtered through a 0.45 i^m 
filter. A Ni^'*'-NTA agarose column (conmiercially available from Qiagen) is prepared with a bed volume of 5 
mL, washed with 25 mL of water and equilibrated with 25 mL of loading buffer. The filtered cell extract is 
loaded onto the column at 0.5 mL per minute. The column is washed to baseline Ajso with loading buffer, at 
which point fraction collection is started. Next, the column is washed with a secondary wash buffer (50 mM 
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phosphate; 300 mM NaCl, 10% glycerol, pH 6.0), which elutes nonspecifically bound protein. After reaching 
A280 baseline again, the column is developed with a 0 to 500 mM Imidazole gradient in the secondary wash 
buffer. One mL fractions are collected and analyzed by SDS-PAGE and silver staining or Western blot with 
Ni^+-NTA-conjugated to alkaline phosphatase (Qiagen). Fractions containing the eluted His,o-tagged PRO are 
pooled and dialyzed against loading buffer. 
5 Alternatively, purification of the IgG tagged (or Fc tagged) PRO can be performed using known 

chromatography techniques, including for instance. Protein A or protein G column chromatography. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 10 : Preparation of Antibodies that Bind PRO 

10 This example illustrates preparation of monoclonal antibodies which can specifically bind PRO. 

Techniques for producing the monoclonal antibodies are known in the art and are described, for 
instance, in Coding, supra . Immunogens that may be employed include purified PRO, fusion proteins containing 
PROv and cells expressing recombinant PRO on the cell surface. Selection of the inununogen can be made by 
the skilled artisan without undue experimentation. 

15 Mice, such as Balb/c, are immunized with the PRO immunogen emulsified in complete Freund*s 

adjuvant and injected subcutaneously or intraperitoneally in an amount from 1-100 micrograms. Alternatively, 
the immunogen is emulsified in MPL-TDM adjuvant (Ribi Immunochemical Research, Hamilton, MT) and 
injected into the animal's hind foot pads. The immunized mice are then boosted 10 to 12 days later with 
additional immunogen emulsified in the selected adjuvant. Thereafter, for several weeks, the mice may also be 

20 boosted with additional immunization injections. Serum samples may be periodically obtained from the mice 
by retro-orbital bleeding for testing in ELISA assays to detect anti-PRO antibodies. 

After a suitable antibody titer has been detected, the animals "positive" for antibodies can be injected 
with a fmal intravenous injection of PRO. Three to four days later, the mice are sacrificed and the spleen cells 
are harvested. The spleen cells are then fused (using 35% polyethylene glycol) to a selected murine myeloma 

25 cell line such as P3X63AgU.l, available from ATCC, No. CRL 1597. The fusions generate hybridoma cells 
which can then be plated in 96 well tissue culture plates containing HAT (hypoxanthine, aminopterin, and 
thymidine) medium to inhibit proliferation of non-fused cells, myeloma hybrids, and spleen cell hybrids. 

The hybridoma cells will be screened in an ELISA for reactivity against PRO. Determination of 
"positive" hybridoma cells secreting the desired monoclonal antibodies against PRO is within the skill in the art. 

30 The positive hybridoma cells can be injected intraperitoneally into syngeneic Balb/c mice to produce 

ascites containing the anti-PRO monoclonal antibodies. Alternatively, the hybridoma cells can be grown in tissue 
culture flasks or roller bottles. Purification of the monoclonal antibodies produced in the ascites can be 
accomplished using ammonium sulfate precipitation, followed by gel exclusion chromatography. Alternatively, 
affinity chromatography based upon binding of antibody to protein A or protein G can be employed. 

35 
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EXAMPLE 1 1 : Purification of PRO Polypeptides Using Specific Antibodies 

Native or recombinant PRO polypeptides may be purified by a variety of standard techniques in the art 
of protein purification. For example, pro-PRO polypeptide, mature PRO polypeptide, or pre-PRO polypeptide 
is purified by immunoaffmity chromatography using antibodies specific for the PRO polypeptide of interest. In 
general, an immunoaffmity column is constructed by covalently coupling the anti-PRO polypeptide antibody to 
5 an activated chromatographic resin. 

Polyclonal immunoglobulins are prepared from immune sera either by precipitation with ammonium 
sulfate or by purification on immobilized Protein A (Pharmacia LKB Biotechnology, Piscataway. N.J.). 
Likewise, monoclonal antibodies are prepared from mouse ascites fluid by ammonium sulfate precipitation or 
chromatography on immobilized Protein A. Partially purified immunoglobulin is covalently attached to a 
10 chromatographic resin such as CnBr-activated SEPHAROSE^^ (Pharmacia LKB Biotechnology). The antibody 
is coupled to the resin, the resin is blocked, and the derivative resin is washed according to the manufacturer's 
instructions. 

Such an immunoaffmity column is utilized in the purification of PRO polypeptide by preparing a fraction 
from cells containing PRO polypeptide in a soluble form. This preparation is derived by solubilization of the 
15 whole cell or of a subcellular fraction obtained via differential centrifugation by the addition of detergent or by 
other methods well known in the art. Alternatively, soluble PRO polypeptide containing a signal sequence may 
be secreted in useful quantity into the medium in which the cells are grown. 

A soluble PRO polypeptide-contaiiiing preparation is passed over the iimnunoaffinity column, and the 
column is washed under conditions that allow the preferential absorbance of PRO polypeptide {e.g, , high ionic 
20 strength buffers in the presence of detergent). Then, the colunm is eluted under conditions that disrupt 
antibody/PRO polypeptide binding {e. g. , a low pH buffer such as approximately pH 2-3, or a high concentration 
of a chaotrope such as urea or thiocyanate ion), and PRO polypeptide is collected. 

EXAMPLE 12 : Drug Screening 

25 This invention is panicularly useful for screening compounds by using PRO polypeptides or binding 

fragment thereof in any of a variety of drug screening techniques. The PRO polypeptide or fragment employed 
in such a test may either be free in solution, affixed to a solid support, borne on a cell surface, or located 
iniracellularly. One method of drug screening utilizes eukaryotic or prokaryotic host cells which are stably 
transformed with recombinant nucleic acids expressing the PRO polypeptide or fragment. Drugs are screened 

30 against such transformed cells in competitive binding assays. Such cells, either in viable or fixed form, can be 
used for standard binding assays. One may measure, for example, the formation of complexes between PRO 
polypeptide or a fragment and the agent being tested. Alternatively, one can examine the diminution in complex 
formation between the PRO polypeptide and its target cell or target receptors caused by the agent being tested. 
Thus, the present invention provides methods of screening for drugs or any other agents which can 

35 affect a PRO polypeptide-associated disease or disorder. These methods comprise contacting such an agent with 
an PRO polypeptide or fragment thereof and assaying (I) for the presence of a complex between the agent and 
the PRO polypeptide or fragment, or (ii) for the presence of a complex between the PRO polypeptide or fragment 
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and the cell, by methods well known in the art. In such competitive binding assays, the PRO polypeptide or 
fragment is typically labeled. After suitable incubation, free PRO polypeptide or fragment is separated from that 
present in bound form, and the amount of free or uncomplexed label is a measure of the ability of the particular 
agent to bind to PRO polypeptide or to interfere with the PRO polypeptide/cell complex. 

Another technique for drug screening provides high throughput screening for compounds having suitable 
5 binding affinity to a polypeptide and is described in detail in WO 84/03564, published on September 13, 1984. 
Briefly stated, large numbers of different small peptide test compounds are synthesized on a solid substrate, such 
as plastic pins or some other surface. As applied to a PRO polypeptide, the peptide test compounds are reacted 
with PRO polypeptide and washed. Bound PRO polypeptide is detected by methods well known in the art. 
Purified PRO polypeptide can also be coated directly onto plates for use in the aforementioned drug screening 
10 techniques. In addition, non-neutralizing antibodies can be used to capture the peptide and immobilize it on the 
solid support. 

This invention also contemplates the use of competitive drug screening assays in which neutralizing 
antibodies capable of binding PRO polypeptide specifically compete with a test compound for binding to PRO 
polypeptide or fragments thereof. In this manner, the antibodies can be used to detect the presence of any 
15 peptide which shares one or more antigenic determinants with PRO polypeptide. 

EXAMPLE 13 : Rational Drug Design 

The goal of rational drug design is to produce structural analogs of biologically active polypeptide of 

interest {i.e., a PRO polypeptide) or of small molecules with which they interact, e.g., agonists, antagonists, or 
20 inhibitors. Any of these examples can be used to fashion drugs which are more active or stable forms of the 

PRO polypeptide or which enhance or interfere with the function of the PRO polypeptide in vivo (c.f., Hodgson, 

Bio/Technologv . 9: 19-21 (1991)). 

In one approach, the three-dimensional structure of the PRO polypeptide, or of an PRO 

polypeptide-inhibitor complex, is determined by x-ray crystallography, by computer modeling or, most typically, 
25 by a combination of the two approaches. Both the shape and charges of the PRO polypeptide must be ascertained 

to elucidate the strucmre and to determine active site(s) of the molecule. Less often, useful information regarding 

the structure of the PRO polypeptide may be gained by modeling based on the structure of homologous proteins. 

In both cases, relevant structural information is used to design analogous PRO polypeptide-like molecules or to 

identify efficient inhibitors. Useful examples of rational drug design may include molecules which have improved 
30 activity or stability as shown by Braxton and Wells, Biochemistrv. 31:7796-7801 (1992) or which act as 

inhibitors, agonists, or antagonists of native peptides as shown by Athauda et aL, J. Biochem. . 1 13 :742-746 

(1993). 

It is also possible to isolate a target-specific antibody, selected by functional assay, as described above, 
and then to solve its crystal structure. This approach, in principle, yields a pharmacore upon which subsequent 
35 drug design can be based. It is possible to bypass protein crystallography altogether by generating anti -idiotypic 
antibodies (anti-ids) to a functional, pharmacologically active antibody. As a mirror image of a mirror image, 
the binding site of the anti-ids would be expected to be an analog of the original receptor. The anti-id could then 
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be used to identify and isolate peptides from banks of chemically or biologically produced peptides . The isolated 
peptides would then act as the pharmacore. 

By virtue of the present invention, sufficient amounts of the PRO polypeptide may be made available 
to perform such analytical studies as X-ray crystallography. In addition, knowledge of the PRO polypeptide 
amino acid sequence provided herein will provide guidance to those employing computer modeling techniques 
5 in place of or in addition to x-ray crystallography. 

EXAMPLE 14 : Identification of PRO Polypeptides That Stimulate TNF-a Release In Human Blood (Assay 1 28) 
This assay shows that certain PRO polypeptides of the present invention act to stimulate the release of 
TNF-a in human blood. PRO polypeptides testing positive in this assay are useful for, among other things, 

10 research purposes where stimulation of the release of TNF-a would be desired and for the therapeutic treatment 
of conditions wherein enhanced TNF-a release would be beneficial. Specifically, 200 ^1 of human blood 
supplemented with 50mM Hepes buffer (pH 7.2) is aliquoted per well in a 96 well test plate. To each well is 
then added SOOftl of either the test PRO polypeptide in 50 mM Hepes buffer (at various concentrations) or 50 
mM Hepes buffer alone (negative control) and the plates are incubated at 3TC for 6 hours. The samples are 

15 then centrifiiged and 50^1 of plasma is collected from each well and tested for the presence of TNF-a by ELISA 
assay. A positive in the assay is a higher amount of TNF-a in the PRO polypeptide treated samples as compared 
to the negative control samples. 

The following PRO polypeptides tested positive in this assay: PR0195, PRO202, PR0215, PR0221. 
PR0217, PR0222, PR0198, PR0245, PR0172, PR0265, PR0266, PR0344, PR0337, PR0322, PR01286. 

20 PR01279, PR01338 and PR01343. 

EXAMPLE 15 : Detection of Polypeptides That Affect Glucose or FFA Uptake in Skeletal Muscle (Assay 106) 
This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or FFA 
uptake by skeletal muscle cells. PRO polypeptides testing positive in this assay would be expected to be useful 
25 for the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake by skeletal 
muscle would be beneficial including, for example, diabetes or hyper- or hypo-insulinemia. 

In a 96 well format, PRO polypeptides to be assayed are added to primary rat differentiated skeletal 
muscle, and allowed to incubate overnight. Then fresh media with the PRO polypeptide and +/- insulin are 
added to the wells. The sample media is then monitored to determine glucose and FFA uptake by the skeletal 
30 muscle cells. The insulin will stimulate glucose and FFA uptake by the skeletal muscle, and insulin in media 
without the PRO polypeptide is used as a positive control, and a limit for scoring. As the PRO polypeptide being 
tested may either stimulate or inhibit glucose and FFA uptake, results are scored as positive in the assay if 
greater than 1.5 times or less than 0.5 times the insulin control. 

The following PRO polypeptides tested positive as being capable of affecting glucose and/or FFA uptake 
35 by skeletal muscle in this assay: PR0182, PR0366, PR0198, PR0172 and PR0719. 
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EXAMPLE 16 : Chondrocyte Re-differentiation Assay (Assay 1 1 0) 

This assay shows that certain polypeptides of the invention act to induce redifferentiation of 
chondrocytes, therefore, are expected to be useful for the treatment of various bone and/or cartilage disorders 
such as, for example, sports injuries and arthritis. The assay is performed as follows. Porcine chondrocytes 
are isolated by overnight coUagenase digestion of articulary cartilage of metacarpophalangeal joints of 4-6 month 
5 old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ in Ham F-12 containing 10% FBS and 
4 Atg/ml gentamycin. The culture media is changed every third day and the cells are then seeded in 96 well 
plates at 5,000 cells/well in 100/zl of the same media without serum and 100 ^1 of the test PRO polypeptide, 5 
nM staurosporin (positive control) or medium alone (negative control) is added to give a final volume of 200 
/il/well. After 5 days of incubation at 3TC, a picture of each well is taken and the differentiation state of the 
10 chondrocytes is determined. A positive result in the assay occurs when the redifferentiation of the chondrocytes 
is determined to be more similar to the positive control than the negative control. 

The following polypeptide tested positive in this assay: PR0182, PR0366, PR0198 and PR01868. 

EXAMPLE 17 : Chondrocyte Proliferation Assay CAssav 11 H 
15 This assay is designed to determine whether PRO polypeptides of the present invention show the ability 

to induce the proliferation and/or redifferentiation of chondrocytes in culture. PRO polypeptides testing positive 
in this assay would be expected to be useful for the therapeutic treatment of various bone and/or cartilage 
disorders such as, for example, sports injuries and arthritis. 

Porcine chondrocytes are isolated by overnight collagenase digestion of articular cartilage of the 

20 metacarpophalangeal joint of 4-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ 
in Ham F-12 containing 10% FBS and 4 fig/ml gentamycin. The culture media is changed every third day and 
the cells are reseeded to 25,000 cells/cm^ every five days. On day 12, the cells are seeded in 96 well plates at 
5,000 cells/well in 100/il of the same media without serum and 100 /il of either serum-free medium (negative 
control), staurosporin (final concentration of 5 nM; positive control) or the test PRO polypeptide are added to 

25 give a final volume of 200 /il/well. After 5 days at 20 fi\ of Alamar blue is added to each well and the 

plates are incubated for an additional 3 hours at 37°C. The fluorescence is then measured in each well (Ex:530 
nm; Em: 590 nm). The fluorescence of a plate containing 200 /il of the serum-free medium is measured to 
obtain the background. A positive result in the assay is obtained when the fluorescence of the PRO polypeptide 
treated sample is more like that of the positive control than the negative control, 

30 The following PRO polypeptides tested positive in this assay: PRO202, PR0224, PRO 172 and 

PR01312. 

EXAMPLE 18 : Detection of PRO Polypeptides That Affect Glucose or FFA Uptake bv Primary Rat Adipocytes 
(Assay 94) 

35 This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or FFA 

uptake by adipocyte cells. PRO polypeptides testing positive in this assay would be expected to be useful for 
the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake by adipocytes 
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would be beneficial including, for example, obesity, diabetes or hyper- or hypo-insulinemia. 

In a 96 well format, PRO polypeptides to be assayed are added to primary rat adipocytes, and allowed 
to incubate overnight. Samples are taken at 4 and 16 hours and assayed for glycerol, glucose and FFA uptake. 
After the 16 hour incubation, insulin is added to the media and allowed to incubate for 4 hours. At this time, a 
sample is taken and glycerol, glucose and FFA uptake is measured. Media containing insulin without the PRO 
5 polypeptide is used as a positive reference control. As the PRO polypeptide being tested may either stimulate 
or inhibit glucose and FFA uptake, results are scored as positive in the assay if greater than 1.5 times or less 
than 0.5 times the insulin control. 

The following PRO polypeptides tested positive as being capable of affecting glucose and/or FFA uptake 
in this assay: PRO202, PR0211, PR0344 and PR01338. 

10 

EXAMPLE 19 : Gene Expression in Bovine Pericytes (Assay 105) 

This assay is designed to identify PRO polypeptides which activate gene expression in pericytes. Such 
polypeptides would be expected to be useful as growth factors and/or for situations where the activation of gene 
expression is desired or beneficial. Bovine pericytes are plated on 60mm culmre dishes in growth media fori 

15 week. On day 1, various PRO polypeptides are diluted (1 %) and incubated with the pericytes for 1, 4 and 24 
hr. timepoints. The cells are harvested and the RNA isolated using TRI -Reagent following the included 
instructions. The RNA is then quantified by reading the 260/280 OD using a spectrophotometer. The gene 
expression analysis is done by TaqMan reactions using Perkin Elmer reagents and specially designed bovine 
probes and primers. Expression of the following genes is analyzed: GAPDH, beta-integrin, connective tissue 

20 growth factor (CTGF), ICAM-1, monocyte chemoattractant protein-l (MCP-1), osteopontin, transforming 
growth factor-beta (TGF-beta), TGF-beta receptor, tissue inhibitor of metalloproteinase (TIMP), tissue factor 
(TF), VEGF-a, thrombospondin, VEGF-P, angiopoeitin-2, and collagenase. Replicates are then averaged and 
the SD determined. The gene expression levels are then normalized to GAPDH. These are then normalized to 
the expression levels obtained with a protein (PIN32) which does not significantly induce gene expression in 

25 bovine pericytes when compared to untreated controls. Any PRO polypeptide that gives a gene expression level 
2-fold or higher over the PIN32 control is considered a positive hit. 

The following PRO polypeptides tested positive in this assay: PR0366. 

EXAMPLE 20 : Identification of PRO Polypeptides That Activate Pericytes (Assay 125) 
30 This assay shows that cenain polypeptides of the invention act to activate proliferation of pericyte cells 

and, therefore, are useful not only as diagnostic markers for particular types of pericyte-associated tumors but 
also for giving rise to antagonists which would be expected to be useful for the therapeutic treatment of pericyte- 
associated tumors. Such PRO polypeptides also would be expected to be useful as growth factors and/or for 
situations where the induction of cell proliferation is desired or beneficial. Activation of pericyte proliferation 
35 also correlates with the induction of angiogenesis and, as such, PRO polypeptides capable of inducing pericyte 
proliferation would be expected to be useful for the treatment of conditions where induced angiogenesis would 
be beneficial including, for example, wound healing, and the like. Specifically, on day 1, pericytes are received 
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from VEC Technologies, and all but 5 ml media is removed from the flask. On day 2, the pericytes are 
trypsinized, washed, spun and plated on 96 well plates. On day 7. the media is removed and the pericytes are 
treated with 100 ^1 of either the specific PRO polypeptide or control treatments (positive control = 
DME+5% +/- PDGF @ 500ng/^l; negative control =P1N32, a polypeptide determined to have no significant 
effect on pericyte proliferation). C-fos and GAPDH gene expression levels are then determined and the 
5 replicates are averaged and the SD is determined. The c-fos values are normalized to GAPDH and the results 
are expressed as fold increase over PIN32. Anything providing at least a 2-fold or higher response as compared 
to the negative control is considered positive for the assay. 

The following polypeptides tested positive in this assay: PR0366. 

10 EXAMPLE 21 : Abilitv of PRO Polvoeptides to Stimulate the Release of Proteoglvcans from Cartilage (Assav 
971 

The ability of various PRO polypeptides to stimulate the release of proteoglycans from cartilage tissue 
was. tested as follows. 

The metacarphophalangeal joint of 4-6 month old pigs was aseptically dissected, and articular cartilage 

15 was removed by free hand slicing being careful to avoid the underlying bone. The cartilage was minced and 
cultured in bulk for 24 hours in a humidified atmosphere of 95% air, 5% COj in serum free (SF) media 
(DME/F12 1 : 1) with 0. 1 % BSA and lOOU/ml penicillin and lOO/ig/ml streptomycin. After washing three times, 
approximately 100 mg of anicular cartilage was aliquoted into micronics tubes and incubated for an additional 
24 hours in the above SF media. PRO polypeptides were then added at 1 % either alone or in combination with 

20 18 ng/ml interleukin- 1 a, a known stimulator of proteoglycan release from cartilage tissue. The supernatant was 
then harvested and assayed for the amount of proteoglycans using the 1 ,9-dimethyl -methylene blue (DMB) 
colorimetric assay (Famdale and Buttle, Biochem. Biophvs. Acta 883: 173-177 (1985)). A positive result in this 
assay indicates that the test polypeptide will fmd use, for example, in the treatment of sports-related joint 
problems, anicular cartilage defects, osteoarthritis or rheumatoid arthritis. 

25 When various PRO polypeptides were tested in the above assay, the polypeptides demonstrated a marked 

ability to stimulate release of proteoglycans from cartilage tissue both basally and after stimulation with 
interleukin- la and at 24 and 72 hours after treatment, thereby indicating that these PRO polypeptides are useful 
for stimulating proteoglycan release from cartilage tissue. As such, these PRO polypeptides are useful for the 
treatment of sports-related joint problems, articular cartilage defects, osteoarthritis or rheumatoid arthritis. The 

30 polypeptides testing positive in this assay are : PR0216. 

EXAMPLE 22 : Proliferation of Rat Utricular Supponing Cells (Assav 54) 

This assay shows that certain polypeptides of the invention act as potent mitogens for inner ear 
supporting cells which are auditory hair cell progenitors and, therefore, are useful for inducing the regeneration 
35 of auditory hair cells and treating hearing loss in mammals. The assay is performed as follows. Rat UEC-4 
utricular epithelial cells are aliquoted into 96 well plates with a density of 3000 cells/well in 200 ^tl of serum- 
containing medium at 33°C. The cells are cultured overnight and are then switched to seruih-free medium at 
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37°C. Various dilutions of PRO polypeptides (or nothing for a control) are then added to the cultures and the 
cells are incubated for 24 hours. After the 24 hour incubation, ^H-thymidine (1 fxCi/weW) is added and the cells 
are then cultured for an additional 24 hours. The cultures are then washed to remove unincorporated radiolabel, 
the cells harvested and Cpm per well determined. Cpm of at least 30% or greater in the PRO polypeptide treated 
cultures as compared to the control cultures is considered a positive in the assay. 
5 The following polypeptides tested positive in this assay: PR0172. 

EXAMPLE 23 : Stimulatory Activity in Mixed Lvmohocvte Reaction (MLR> Assay (Assay 24) 

This example shows that certain polypeptides of the invention are active as a stimulator of the 
proliferation of stimulated T-lymphocytes. Compounds which stimulate proliferation of lymphocytes are useful 
1 0 therapeutically where enhancement of an immune response is beneficial . A therapeutic agent may take the form 
of antagonists of the polypeptide of the invention, for example, murine-human chimeric, humanized or human 
antibodies against the polypeptide. 

The basic protocol for this assay is described in Current Protocols in Inmiunology, tmit 3.12; edited 
by J E Coligan, A M Kruisbeek, D H Marglies, E M Shevach, W Strober, National Institutes of Health, 
15 Published by John Wiley & Sons, Inc. 

More specifically, in one assay variant, peripheral blood mononuclear cells (PBMC) are isolated from 
mammalian individuals, for example a human volunteer, by leukopheresis (one donor will supply stimulator 
PBMCs, the other donor will supply responder PBMCs). If desired, the cells are frozen in fetal bovine serum 
and DMSO after isolation. Frozen cells may be thawed overnight in assay media (37'*C, 5% COj) and then 
20 washed and resuspended to 3x10^ cells/ml of assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/streptomycin, 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate). The 
stimulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 
The assay is prepared by plating in triplicate wells a mixmre of: 
100:1 of test sample diluted to I % or to 0. 1 % , 
25 50 :1 of irradiated stimulator cells, and 

50 :1 of responder PBMC cells. 
100 microliters of cell culture media or 100 microliter of CD4-IgG is used as the control. The wells are then 
incubated at 37**C. 5% COj for 4 days. On day 5, each well is pulsed with tritiated thymidine (1 .0 mC/well; 
Amersham). After 6 hours the cells are washed 3 times and then the uptake of the label is evaluated. 
30 In another variant of this assay. PBMCs are isolated from the spleens of Balb/c mice and C57B6 mice. 

The cells are teased from freshly harvested spleens in assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/streptomycin. 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate) and the 
PBMCs are isolated by overlaying these cells over Lympholyte M (Organon Teknika), centrifuging at 2000 
rpm for 20 minutes, collecting and washing the mononuclear cell layer in assay media and resuspending the cells 
35 to IxlO' cells/ml of assay media. The assay is then conducted as described above. 

Positive increases over control are considered positive with increases of greater than or equal to 180% 
being preferred. However, any value greater than control indicates a stimulatory effect for the test protein. 
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The following PRO polypeptides tested positive in this assay: PR0344. 
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EXAMPLE 24 : Pericyte c-Fos Induction (Assay 93) 

This assay shows that certain polypeptides of the inyemion act to induce the expression of c-fos in 
pericyte cells and. therefore, are useful not only as diagnostic markers for particular types of pericyte-associated 
5 tumors but also for giving rise to antagonists which would be expected to be useful for the therapeutic treatment 
of pericyte-associated tumors. Induction of c-fos expression in pericytes is also indicative of the induction of 
angiogenesis and, as such, PRO polypeptides capable of inducing the expression of c-fos would be expected to 
be useful for the treatment of conditions where induced angiogenesis would be beneficial including, for example, 
wound healing, and the like. Specifically, on day 1, pericytes are received from VEC Technologies and all but 

10 5 ml of media is removed from flask. On day 2, the pericytes are trypsinized, washed, spun and then plated onto 
96 well plates. On day 7, the media is removed and the pericytes are treated with 100 ^1 of PRO polypeptide 
test samples and controls (positive control = DMEH-5% serum +/- PDGF at 500 ng/ml; negative control = 
protein 32). Replicates are averaged and SD/CV are determined. Fold increase over Protein 32 (buffer control) 
value indicated by chemiluminescence units (RLU) luminometer reading verses frequency is plotted on a 

15 histogram. Two-fold above Protein 32 value is considered positive for the assay. ASY Matrix: Growth media 
= low glucose DMEM = 20% FBS + IX pen strep -f IX fungizone. Assay Media = low glucose DMEM 
+5% FBS. 

The following polypeptides tested positive in this assay: PRO301 , PR0619, PRO1066 and PR01265. 

20 EXAMPLE 25 : Cytokine Release Assay (Assay 120) 

This assay is designed to determine whether PRO polypeptides of the present invention are capable of 
inducing the release of cytokines from peripheral blood mononuclear cells (PBMCs). PRO polypeptides capable 
of inducing the release of cytokines from PBMCs are useful from the treatment of conditions which would 
benefit from enhanced cytokine release and will be readily evident to those of ordinary skill in the art. 

25 Specifically, 1x10* cells/ml of peripheral blood mononuclear cells (PBMC) are cultured with 1% of a PRO 
polypeptide for 3 days in complete RPMI media. The supernatant is then harvested and tested for increased 
concentrations of various cytokines by ELISA as compared to a human IgG treated control. A positive in the 
assay is a 10-fold or greater increase in cytokine concentration in the PRO polypeptide treated sample as 
compared to the human IgG treated control. 

30 The following polypeptides tested positive in this assay: PR0526 and PRO 1343. 

EXAMPLE 26 : Inhibition of A-Peptide Binding to Factor VIIA (Assay 118^ 

This assay is designed to identify PRO polypeptides which are capable of inhibiting the binding of 
A-peptide to factor VIIA, thereby affecting the blood coagulation cascade. PRO polypeptides testing positive 
35 in this assay are expected to be useful for the treatment of conditions where alteration of the blood coagulation 
cascade would be beneficial including, for example, stroke, heart attack and various coagulation disorders. 
These PRO polypeptides are also useful for the identification of agonist and antagonist molecules which would 
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also be useful for treatment of those conditions. 

Specifically, 384 well plates are coated with soluble factor VIIA and are incubated overnight at 4*'C. 
The wells are then decanted and are blocked by the addition of 0.5 % BSA for 1 hour. The wells are then washed 
and 20^1 of biotinylated A-peptide and either various concentration of the PRO polypeptide (test) or nothing 
(negative control) are added to each well. The plates are then incubated for 1 hour at room temperature. The 
5 wells are again washed and then 40/il of streptavidin-europium is added to each well. The plates are then 
incubated for 30 minutes at room temperature and then washed. 40fx\ of a fluorescence enhancement solution 
is then added to each well, the plates incubated for 5 minutes at room temperature and each well is then read on 
Wallac Victor reader under europium delayed fluorescence settings. Percent inhibition of binding of the A- 
peptide to the factor VIIA is then determined (as compared to the negative control), wherein a positive In the 
10 assay is a percent inhibition of 30% or greater. 

The following PRO polypeptides tested positive in this assay: PRO 182. 

EXAMPLE 27 : Inhibition of Adipocyte Differentiation Assav (Assay 66) 

This assay is designed to identify PRO polypeptides which are capable of inhibiting insulin-induced 
15 differentiation of adipocytes. PRO polypeptides testing positive in this assay would be expected to be usefiil for 
the treatment of conditions associated with obesity, diabetes, etc. 

Specifically, 3T3-L1 cells are seeded into the wells of 96 well plates at 6x10* cells/ well and allowed 
to grow to confluency for 7 days. At day 7, the cells are treated with various concentrations of the PRO 
polypeptide (or nothing for the negative control) in the presence of l/^g/ml insulin, 0.25x10^ M dexamethasone 
20 and 0.5mM IBMX. The samples are then incubated at 37°C in 7% CO2 for 2 days. After the incubation, the 
media is removed by aspiration and the cells are washed with PBS and re-exposed to the PRO polypeptide (or 
nothing for the negative control) and 1/ig/ml insulin. After 5 days, the media is removed and replaced with fresh 
PRO polypeptide (or nothing for the negative control) and insulin. After 5 days, the cells are lysed and the cell 
lysate is assayed using Sigma's Triglyceride [INT] kit (Sigma procedure #336). A positive in the assay is 20% 
25 greater inhibition of adipocyte differentiation in the PRO polypeptide treated samples as compared to the negative 
control. . 

The following PRO polypeptides tested positive in this assay: PR0185 and PR0198. 

EXAMPLE 28 : HUVEC Stimulation bv PRO Polypeptides (Assav 131) 
30 This assay is designed to identify PRO polypeptides which are capable of stimulating the proliferation 

of HUVEC cells. PRO polypeptides testing positive in this assay would be expected to be useful for inducing 

angiogenesis for the treatmnent of conditions where angiogenesis would be beneficial including, for example. 

wound healing, and the like. Antagonists of these PRO polypeptides would be expected to be useful for 

inhibiting angiogenesis for the treatment of, for example, tumors, and the like. 
35 Specifically, COSTAR® flat bottom black plates are treated with fibronectin for 20 minutes and then 

washed twice with PBS. HUVEC cells are then plated at 2000 cells/ well in an appropriate growth medium. The 

plates are then incubated overnight and then the PRO polypeptide (1 % final concentration), nothing (negative 
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control) or ILip (3.3 ng/ml final concentration; positive control) is added. The plates are again incubated , 
overnight, stained with ICAMl-Cy5 and read on FMAT. A positive in the assay is a 2-fold or greater increase 
in fluorescence as conipared to the positive control. 

The following PRO polypeptides tested positive in this assay: PR0222. 

5 EXAMPLE 29 : Promotion of Chondrocyte Redifferentiation (Assav 129) 

This assay is designed to determine whether PRO polypeptides of the present invention show the ability 
to induce the proliferation and/or redifferentiation of chondrocytes in culture. PRO polypeptides testing positive 
in this assay would be expected to be usefiil for the therapeutic treatment of various bone and/or cartilage 
disorders such as, for example, spons injuries and arthritis. 

10 Porcine chondrocytes are isolated by overnight collagenase digestion of articular cartilage of the 

metacarpophalangeal joint of 4-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ 
in Ham F-12 containing 10% FBS and 4 /ig/ml gentamycin. The culture media is changed every third day. On 
day 12, the cells are seeded in 96 well plates at 5,000 cells/well in lOO^tl of the same media vvithout serum and 
100 /il of either serum-free medium (negative control), staurosporin (final concentration of 5 nM; positive 

15 control) or the test PRO polypeptide are added to give a final volume of 200 /xl/well. After 5 days at 37''C, 22 
ft\ of media comtaining 100/xg/ml Hoechst 33342 and 50 A^g/nil 5-CFDA is added to each well and incubated 
for an additional 10 minutes at 37°C. A picture of the green fluorescence is taken for each well and the 
differentiation state of the chondrocytes is calculated by morphometric analysis. A positive result in the assay 
is obtained when the > 50% of the PRO polypeptide treated cells are differentiated (compared to the background 

20 obtained by the negative control). 

The following PRO polypeptides tested positive in this assay: PRO301. 

EXAMPLE 30 : Microarrav Analysis to Detect Overexpression of PRO Polypeptides in Cancerous Tumors 

Nucleic acid microarrays, often containing thousands of gene sequences, are useful for identifying 

25 differentially expressed genes in diseased tissues as compared to their normal counterparts. Using nucleic acid 
microarrays, test and control mRNA samples from test and control tissue samples are reverse transcribed and 
labeled to generate cDNA probes. The cDNA probes are then hybridized to an array of nucleic acids 
immobilized on a solid support. The array is configured such that the sequence and position of each member of 
the array is known. For example, a selection of genes known to be expressed in certain disease states may be 

30 arrayed on a solid support. Hybridization of a labeled probe with a particular array member indicates that the 
sample from which the probe was derived expresses that gene. If the hybridization signal of a probe from a test 
(disease tissue) sample is greater than hybridization signal of a probe from a control (normal tissue) sample, the 
gene or genes overexpressed in the disease tissue are identified. The implication of this result is that an 
overexpressed protein in a diseased tissue is useful not only as a diagnostic marker for the presence of the disease 

35 condition, but also as a therapeutic target for treatment of the disease condition. 

The methodology of hybridization of nucleic acids and microarray technology is well known in the art. 
In the present example, the specific preparation of nucleic acids for hybridization and probes, slides, and 
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hybridization conditions are all detailed in U.S. Provisional Patent Application Serial No. 60/193.767, filed on 
March 31 . 2000 and which is herein incorporated by reference. 

In the present example, cancerous tumors derived from various human tissues were studied for PRO 
polypeptide-encoding gene expression relative to non-cancerous human tissue in an attempt to identify those PRO 
polypeptides which are overexpressed in cancerous tumors. Two sets of experimental data were generated. In 
5 one set, cancerous human colon tumor tissue and matched non-cancerous human colon tumor tissue from the 
same patient ("matched colon controP) were obtained and analyzed for PRO polypeptide expression using the 
above described microarray technology. In the second set of data, cancerous human mmor tissue from any of 
a variety of different human tumors was obtained and compared to a "universal" epithelial control sample which 
was prepared by pooling non-cancerous human tissues of epithelial origin, including liver, kidney, and lung. 

10 mRNA isolated from the pooled tissues represents a mixture of expressed gene products from these different 
tissues. Microarray hybridization experiments using the pooled control samples generated a linear plot in a 2- 
color analysis. The slope of the line generated in a 2-color analysis was then used to normalize the ratios of 
(testrcontror detection) within each experiment. The normalized ratios from various experiments were then 
compared and used to identify clustering of gene expression. Thus, the pooled "universal controP sample not 

15 only allowed effective relative gene expression determinations in a simple 2-sample comparison, it also allowed 
multi-sample comparisons across several experiments . 

In the present experiments, nucleic acid probes derived from the herein described PRO polypeptide- 
encoding nucleic acid sequences were used in the creation of the microarray and RNA from the tumor tissues 
listed above were used for the hybridization thereto. A value based upon the normalized ratio: experimental ratio 

20 was designated as a "cutoff ratio". Only values that were above this cutoff ratio were determined to be 
significant. Table 8 below shows the results of these experiments, demonstrating that various PRO polypeptides 
of the preent invention are significantly overexpressed in various human tumor tissues as compared to a non- 
cancerous human tissue control. As described above, these data demonstrate that the PRO polypeptides of the 
present invention are useful not only as diagnostic markers for the presence of one or more cancerous tumors, 

25 but also serve as therapeutic targets for the treatment of those tumors. 
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colon tumor 


universal normal 


contro 


PRO200 


lung tumor 


universal normal 


contro 


PRO200 


breast tumor 


universal normal 


control 


PRO200 


rectal tumor 


universal normal 


contro 


PRO202 


colon tumor 


universal normal 


contro 


PRO202 


lung tirnior 


universal normal 


control 


PRO202 


breast tumor 


universal normal 


control 


PRO202 


rectal tumor 


universal normal 


control 


PRO202 


liver tumor 


universal normal 


control 


PR0214 


colon tiunor 


universal normal 


contro] 


PR0214 


lung tumor 


xmiversal normal 


control 


PR0215 


colon tumor 


universal normal 


control 


PR0215 


lung tumor 


universal normal 


control 


PR0215 


breast tumor 


universal normal 


contro] 


PR0219 


colon tumor 


universal normal 


contro] 


PR0219 


lung tumor 


universal normal 


control 


PR0219 


breast tumor 


universal normal 


contro] 


PR0219 


liver tumor 


universal normal 


control 


PR0211 


lung tumor 


universal normal 


control 


PR0211 


breast tumor 


universal normal 


control 


PRO220 


colon tumor 


universal normal 


control 


PRO220 


lung tumor 


universal normal 


control 


PRO220 


breast tumor 


universal normal 


control 


PR0366 


colon tumor 


universal normal 


control 


PR0366 


lung tumor 


universal normal 


control 


PR0366 


breast tumor 


universal normal 


control 


PR0216 


lung tumor 


universal normal 


control 


PR0221 


colon tumor 


universal normal 


control 


PR0221 


lung tumor 


universal normal 


contro] 


PR0221 


breast tumor 


universal normal 


control 


PR0228 


lung tumor 


universal normal 


control 


PR0228 


breast tuimor 


universal normal 


control 


PR0217 


lung tumor 


universal normal 


control 


PR0217 


breast tumor 


universal normal 


control 


PR0222 


colon tumor 


universal normal 


contro] 


PR0222 


lung tumor 


universal normal 


control 


PR0222 


breast tumor 


universal normal 


control 


PR0224 


colon tumor 


universal normal 


control 


PR0224 


lung tumor 


universal normal 


control 


PR0224 


breast tumor 


universal normal 


control 


PR0224 


prostate tumor 


universal normal 


control 


PR0224 


rectal tumor 


universal normal 


control 


PRO230 


colon tumor 


universal normal 


control 


PRO230 


lung tumor 


universal normal 


control 


PRO230 


breast rumor 


universal normal 


control 


PRO230 


prostate mmor 


universal normal 


control 


PROI98 


colon tumor 


universal normal 


control 


PRO! 98 


lung tumor 


universal normal 


contro] 


PR0198 


breast tumor 


universal normal 


control 


PR0198 


liver tumor 


universal normal 


control 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Molecule 

PR0226 

PR0226 

PR0261 

PR0242 

PR0242 

PR0242 

PR0227 

PR0227 

PR0237 

PR0237 

PR0237 

PR0237 

PR0241 

PR0241 

PR0241 

PR0231 

PR0231 

PR0231 

PR0231 

PR0235 

PR0235 

PR0235 

PR0235 

PR0323 

PR0323 

PR0323 

PR0245 

PR0245 

PR0245 

PR0245 

PR0245 

PR0246 

PR0246 

PR0246 

PR0288 

PR0288 

PR0248 

PR0248 

PR0257 

PR0257 

PR0257 

PRO 172 

PRO 172 

PRO 172 

PR0258 

PR0258 

PR0258 

PR0265 

PR0265 

PR0265 

PR0326 

PR0326 

PR0326 

PR0326 



is overexpressed in: 
lung mmor 
breast tumor 
lung tumor 
colon tumor 
lung tumor 
breast tumor 
colon tumor 
lung tumor 
colon tumor 
lung tumor 
breast tumor 
prostate tumor 
colon tumor 
lung tumor 
breast tumor 
colon tumor 
lung tumor 
breast tumor 
rectal tumor 
colon tumor 
lung tumor 
breast tumor 
liver tumor 
lung tumor 
breast tumor 
rectal tumor 
colon tumor 
lung tumor 
breast tumor 
cervical tumor 
liver tumor 
colon tumor 
lung tumor 
breast tumor 
lung tumor 
breast tumor 
lung tumor 
rectal tumor 
colon tumor 
lung mmor 
prostate tumor 
colon tumor 
lung tumor 
breast tumor 
colon tumor 
lung tumor 
breast tumor 
lung tumor 
breast tumor 
rectal tumor 
colon tumor 
lung tumor 
breast tumor 
liver tumor 



Table 8 (conV) 



as compared to: 
universal normal control 
, universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
imiversal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
imiversal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 
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Table 8 (cont^) 





Molecule 


is overexpressed in: 


as compared to: 






PR0266 


colon tumor 


universal normal 


control 




PR0266 


lung tumor 


universal normal 


control 




PR0266 


breast tumor 


universal normal 


control 


D 


PR0269 


lung tumor 


universal normal 


control 




PR0269 


rectal tumor 


universal normal 


control 




PR0285 


colon tumor 


universal normal 


control 




PR0285 


lung tumor 


universal normal 


control 




PR0285 


breast tumor 


universal normal 


control 


10 


PR0328 


colon tumor 


universal normal 


control 




PR0328 


lung tumor 


universal normal 


control 




PR0328 


breast tumor 


universal normal 


control 




PR0344 


breast tumor 


universal normal 


control 




PR0272 


lung tumor 


universal normal 


control 


15 


PRO301 


colon tumor 


universal normal 


control 




PRO301 


lung tumor 


universal normal 


control 




PRO301 


breast tumor 


universal normal 


control 




PR0331 


colon tumor 


universal normal 


control 




PR0331 


lung tumor 


universal normal 


control 


20 


PR0331 


breast tumor 


universal normal 


control 




PR0332 


colon tumor 


universal normal 


control 




PR0332 


lung tumor 


universal normal 


control 




PR0332 


breast tumor 


universal normal 


control 




PR0353 


colon tumor 


universal normal 


control 


25 


PR0353 


limg timior 


universal normal 


control 




PR0353 


breast tumor 


universal normal 


control 




PRO310 


colon tumor 


universal normal 


control 




PRO310 


lung tumor 


universal normal 


control 




PRO310 


breast timior 


universal normal 


control 


30 


PRO310 


rectal tumor 


universal normal 


control 




PR0337 


colon tumor 


universal normal 


control 




PR0337 


lung tumor 


universal normal 


control 




PR0337 


breast tumor 


universal normal 


control 




PR0346 


lung tumor 


universal normal 


control 


35 


PRO350 


lung tumor 


universal normal 


control 




PRO350 


breast tumor 


universal normal 


control 




PR0526 


colon tumor 


imiversal normal 


control 




PR0526 


lung tumor 


universal normal 


control 




PR0526 


breast tumor 


universal normal 


control 


40 


PR0381 


colon tumor 


universal normal 


control 




PR0381 


lung tumor 


universal normal 


control 




PR0381 


breast tumor 


universal normal 


control 




PR0381 


prostate tumor 


universal normal 


control 




PR0846 


colon tumor 


universal normal 


control 


45 


PR0846 


lung tumor 


universal norma! 


control 




PR0363 


colon tumor 


universal normal 


control 




PR0363 


lung tumor 


universal normal 


control 




PR0365 


lung tumor 


universal normal 


control 




PR(J3o5 


breast tiunor 


universal normal 


coniroi 


50 


PRO 13 10 


breast tumor 


universal normal 


control 




PR0731 


colon tumor 


universal normal 


control 




PR0731 


lung tumor 


universal normal 


control 




PR0731 


breast tumor 


universal normal 


control 




PR0322 


colon tumor 


universal normal 


control 


55 


PR0322 


lung tumor 


universal normal 


control 
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Table 8 (conf^ 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 





lo uvcrcA.prcsseu in. 


as compared to; 


PR0322 


ViTf'iict' tiiTin/\T" 

□ic<tbi lumor 


universal normal control 


PR0322 


icL-uii lurnor 


universal normal control 


PRO'^22 


liver lumor 


universal normal control 




lung lumor 


universal normal control 






universal normal control 




liver rumor 


universal normal control 




colon rumor 


universal normal control 


PR071 Q 


lujig cumor 


universal normal control 


PP071 Q 


brcEst tumor 


universal normal control 




colon tumor 


universal normal control 


pp 1 Q 


lung tumor 


universal normal control 


PPOAl Q 


breast tumor 


universal normal control 


PPn771 


colon tumor 


universal normal control 


/ / 1 


lung tumor 


universal normal control 


PP077 1 


breast tumor 


universal normal control 




colon tumor 


universal normal control 


PPrM HQ'^ 


lung tumor 


universal normal control 


risXJ IVo J 


breast tumor 


universal normal control 




prostate tumor 


universal normal control 


DD *^CAO 


colon tumor 


universal normal control 




lung tumor 


universal normal control 




breast tumor 


universal normal control 




colon tumor 


universal normal control 




lung tumor 


universal normal control 


rKU / J J 


breast tumor 


universal normal control 




liver tumor 


universal normal control 




lung tumor 


universal normal control 


rKU 1 1 oo 


breast tumor 


universal normal control 


rKUl loo 


rectal tumor 


universal normal control 


PP r\T7C\ 


lung tumor 


universal normal control 


DO r^Tzn 
rKLI / /U 


breast tumor 


universal normal control 


DD/^ 1 non 
rKLIlUoU 


colon tumor 


universal normal control 




lung tumor 


universal normal control 


Doo 1 ncn 
rKUlUoU 


breast tumor 


universal normal control 


rKL/lUl / 


colon tumor 


universal normal control 


pprM ni T 


lung tumor 


universal normal control 


DP 0 1 n 1 7 


breast tumor 


universal normal control 




colon tumor 


universal normal control 




lung tumor 


universal normal control 


PP O 1 n 1 A 


breast tumor 


universal normal control 


PRO 1 ni A 


rectal tumor 


universal normal control 


PP 0709 


lung tumor 


universal normal control 




colon tumor 


universal normal control 




lung tumor 


universal normal control 




breast tumor 


universal normal control 




coion rumor 


universal normal control 


PP 01019 


lung tumor 


universal normal control 


PRO 101 2 


rcclai luiilur 


1 1 *M VfOVOol n^fmol f^^rxtwr^^ 

universal normal control 


PRO10I2 


liver tumor 


universal normal control 


PRO 1 008 


lung tumor 


universal normal control 


PRO1075 


colon tumor 


universal normal control 


PRO1075 


lung tumor 


universal normal control 


PRO1007 


colon tumor 


universal normal control 


PRO 1007 


lung mmor 


universal normal control 
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Table 8 (cont*> 





Molecule 


is overexoressed in: 


as compared to: 




PRO 1007 


breast tumor 


universal normal control 




PRO 1007 


rectal tumor 


universal normal control 




PRO 1056 


colon tumor 


universal normal control 


5 


PRO1056 


lung tumor 


universal normal control 




PRO 1056 


breast tumor 


universal normal control 




PR0791 


colon tumor 


universal normal control 




PR0791 


lung tumor 


universal normal control 




PR0791 


breast tumor 


universal normal control 


10 


PR0791 


rectal tumor 


universal normal control 




PROllIl 


colon tumor 


universal norma! control 




PROllll 


lung tumor 


universal normal control 




PROllll 


breast tumor 


universal normal control 




PR0812 


limg tumor 


universal normal control 


15 


PROS 12 


breast tumor 


universal normal control 




PROS 12 


rectal tumor 


vmiiversal normal control 




PRO1066 


Iting tumor 


universal normal control 




PRO 11 85 


colon tumor 


universal normal control 




PRO 11 85 


lung tumor 


vmiversal normal control 


20 


PR01185 


breast tumor 


xmiversal normal control 




PRO1031 


lung tumor 


universal normal control 




PRO 1360 


lung tumor 


universal normal control 




PRO 1360 


breast tumor 


universal normal control 




PRO 1309 


lung tumor 


universal normal control 


25 


PRO 1309 


breast tumor 


universal normal control 




PRO 1107 


lung tumor 


universal normal control 




PRO 1107 


breast tumor 


universal normal control 




PR0836 


colon tumor 


universal normal control 




PR0836 


lung tumor 


universal normal control 


30 


PRO 1132 


lung tumor 


universal normal control 




PRO 1132 


breast tumor 


universal normal control 




PR01131 


colon tumor 


universal normal control 




PR01131 


lung tumor 


universal normal control 




PR01131 


breast tumor 


universal normal control 


35 


PR01131 


liver tumor 


universal normal control 




PRO 1130 


colon tumor 


universal normal control 




PRO 1130 


lung tumor 


universal normal control 




PRO 1130 


breast tumor 


universal normal control 




PR0844 


colon tumor 


universal normal control 


40 


PR0844 


lung tumor 


universal normal control 




PR0844 


breast tumor 


universal normal control 




PR0844 


rectal tumor 


universal normal control 




PRO 1154 


colon tumor 


universal normal control 




PR01154 


lung tumor 


universal normal control 


45 


PRO 1154 


rectal tumor 


universal normal control 




PRO 1154 


liver tumor 


universal normal control 




PR01181 


lung tumor 


universal normal control 




PR01181 


breast tumor 


universal normal control 




PRO 1126 


colon tumor 


universal normal control 


50 


PRO 1126 


lung tumor 


universal normal control 




PR01126 


breast tumor 


universal normal control 




PRO 1126 


adrenal tumor 


universal normal control 




PRO 1186 


colon tumor 


universal normal control 




PR01186 


lung tumor 


universal normal control 


55 


PR01186 


breast tumor 


universal normal control 
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Table 8 ^cont') 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



Molecule 


is overexpressed in: 


as compared to: 


rKKJi loO 


liver tuinor 


universal normal control 




colon tuinor 


universal normal control 


HKUl lyo 


lung tumor 


universal normal control 


r>D/^ 1 1 CO 


lung tumor 


universal normal control 


r'KUl 159 


breast tumor 


universal normal control 


FRO 1 159 


liver tumor 


universal normal control 


PRO 1265 


colon tumor 


universal normal control 


PRO 1265 


breast tumor 


universal normal control 


PRO 1250 


colon tumor 


universal normal control 


PRO 1250 


lung tumor 


imiversal normal control 


PRO 1250 


breast tumor 


universal normal control 


PRO 1475 


colon tumor 


universal normal control 


PRO 1475 


breast tumor 


universal normal control 


PR01312 


colon tumor 


universal normal control 


PRO 13 12 


lung tumor 


universal normal control 


PR01312 


breast tumor 


universal normal control 


PRO ! 308 


colon tumor 


universal normal control 


PRO 1308 


lung tumor 


universal normal control 


PRO 1 308 


liver tumor 


umiversal normal control 


PRO 1 326 


colon tumor 


universal normal control 


PRO 1 325 


lung tumor 


universal normal control 


PRO 1326 


breast tumor 


universal normal control 


PROl 192 


colon tumor 


universal normal control 


PROl 192 


lung tumor 


universal normal control 


PROl 192 


breast tumor 


universal normal control 


PRO 1246 


colon tumor 


universal normal control 


PRO 1246 


lung tumor 


universal normal control 


PRO 1246 


breast tumor 


universal normal control 


PRO 1246 


prostate tumor 


universal normal control 


PR01356 


colon tumor 


universal normal control 


PROl 356 


lung tumor 


universal normal control 


PRO 1 356 


breast tumor 


universal normal control 


PRO 1275 


lung tumor 


universal normal control 


PRO 1 275 


breast tumor 


universal normal control 


PRO 1274 


limg tumor 


universal normal control 


PR01358 


colon tumor 


universal normal control 


PRO 1 358 


lung tumor 


universal normal control 


PRO 1 358 


prostate tumor 


universal normal control 


PRO 1286 


colon tumor 


universal normal control 


PRO 1286 


lung tumor 


universal normal control 


PRO 1286 


prostate tumor 


universal normal control 


PRO 1 286 


rectal tumor 


universal normal control 


PRO 1294 _ 


colon tumor 


universal normal control 


■r>T> /-\ 1 '^f\A 

PRO 1 294 


lung tumor 


universal normal control 


PRO 1 294 


breast tumor 


universal normal control 


PRO 1 294 


rectal tumor 


universal normal control 


PRO 1273 


lung tumor 


universal normal control 


PRO 1273 


rectal tumor 


universal normal control 


PRO 1279 


colon tumor 


universal normal control 


PRO 1279 


lung tumor 


universal normal control 


PRO 11 95 


lung tumor 


universal normal control 


PROl 195 


breast tumor 


universal normal control 


PRO 1271 


lung tumor 


' universal normal control 


PRO 1271 


breast tumor 


universal normal control 
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Table 8 (cont*) 





Molecule 


is overexpressed in: 


as compared to: 




PRO 1271 


liver tumor 


universal normal control 




PRO 133 8 


colon nimor 


universal normal control 




PRO 1338 


lung tumor 


universal normal control 


D 


PRO 1338 


breast tumor 


universal normal control 




PRO 1343 


colon tumor 


universal normal control 




PRO 1343 


limg tumor 


universal normal control 




PRO 1343 


breast tumor 


universal normal control 




PRO 1343 


rectal tumor 


universal normal control 


10 


PRO 1434 


lung tumor 


universal normal control 




PRO 141 8 


lung tumor 


universal normal control 




PR01418 


liver tumor 


universal normal control 




PR01387 


colon tumor 


universal normal control 




PR01387 


lung tumor 


universal normal control 


15 


PRO 1387 


prostate tumor 


universal normal control 




PRO 1387 


rectal tumor 


universal normal control 




PRO 1384 


colon tumor 


universal normal control 




PRO 1384 


lung tumor 


universal normal control 




PRO 1565 


colon tumor 


universal normal control 


20 


PRO 1565 


lung tumor 


universal normal control 




PRO 1565 


prostate tumor 


universal normal control 




PRO 1474 


colon tumor 


imiversal normal control 




PRO 1474 


lung tumor 


universal normal control 




PRO 1474 


breast tumor 


universal normal control 


25 


PRO 1474 


rectal tumor 


universal normal control 




PRO 191 7 


colon timior 


universal normal control 




PR01917 


lung tumor 


universal normal control 




PR01917 


breast tumor 


universal normal control 




PR01787 


colon tumor 


universal normal control 


30 


PR01787 


lung tumor 


universal normal control 




PR01787 


breast mmor 


universal normal control 




PR01556 


lung tumor 


universal normal control 




PRO 1556 


breast tumor 


universal normal control 




PRO 1561 


colon tumor 


universal normal control 


35 


PR01561 


lung tumor 


universal normal control 




PRO 1561 


rectal tumor 


universal normal control 




PRO 1693 


colon tumor 


universal normal control 




PRO 1693 


lung tumor 


universal normal control 




PRO 1693 


breast tumor 


universal normal control 


40 


PRO 1868 


lung tumor 


universal normal control 




PR01868 


breast tumor 


universal normal control 




PRO 1890 


colon tumor 


universal normal control 




PRO 1890 


Jung tumor 


universal normal control 




PRO 1890 


breast mmor 


universal normal control 


45 


PRO 1890 


prostate tumor 


universal normal control 




PRO 1887 


colon tumor 


universal normal control 




PR01887 


breast tumor 


universal normal control 




PR04353 


lung mmor 


universal normal control 




PR04353 


breast tumor 


universal normal control 


50 


PRO1801 


colon tumor 


universal normal control 




PRO 1801 


lung tumor 


universal normal control 




PR04357 


lung tumor 


universal normal control 




PR04357 


breast tumor 


universal normal control 




PRO4302 


colon tumor 


universal normal control 


55 


PRO4302 


lung tumor 


universal normal control 
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Table 8 (cont^) 

Molecule is overexpressed in: as compared to: 

PRO4302 breast tumor universal normal control 

PRO4302 prostate tumor universal normal control 

PRO5990 colon tumor universal normal control 

5 PRO5990 lung tumor universal normal control 

PRO5990 breast tumor universal normal control 

EXAMPLE 31 : Identification of Receptor/Li gand Interactions 

In this assay, various PRO polypeptides are tested for ability to bind to a panel of potential receptor or 

10 ligand molecules for the purpose of identifying receptor/1 igand interactions. The identification of a ligand for 
a known receptor, a receptor for a known ligand or a novel receptor/ligand pair is useful for a variety of 
indications including, for example, targeting bioactive molecules (linked to the ligand or receptor) to a cell 
known to express the receptor or ligand, use of the receptor or ligand as a reagent to detect the presence of the 
ligand or receptor in a composition suspected of containing the same, wherein the composition may comprise 

15 cells suspected of expressing the ligand or receptor, modulating the growth of or another biological or 
immunological activity of a cell known to express or respond to the receptor or ligand, modulating the immune 
response of cells or toward cells that express the receptor or ligand, allowing the preparaion of agonists, 
antagonists and/or antibodies directed against the receptor or ligand which will modulate the growth of or a 
biological or immunological activity of a cell expressing the receptor or ligand, and various other indications 

20 which will be readily apparent to the ordinarily skilled anisan. 

The assay is performed as follows. A PRO polypeptide of the present invention suspected of being a 
ligand for a receptor is expressed as a fusion protein containing the Fc domain of human IgG (an 
immunoadhesin). Receptor-ligand binding is detected by allowing interaction of the immunoadhesin polypeptide 
with cells (e.g. Cos cells) expressing candidate PRO polypeptide receptors and visualization of bound 

25 immunoadhesin with fluorescent reagents directed toward the Fc fusion domain and examination by microscope. 
Cells expressing candidate receptors are produced by transient transfection, in parallel, of defined subsets of a 
library of cDNA expression vectors encoding PRO polypeptides that may function as receptor molecules. Cells 
are then incubated for 1 hour in the presence of the PRO polypeptide immunoadhesin being tested for possible 
receptor binding. The cells are then washed and fixed with paraformaldehyde. The cells are then incubated with 

30 fluorescent conjugated antibody directed against the Fc portion of the PRO polypeptide immunoadhesin (e.g. 
FITC conjugated goat anti-human-Fc antibody). The cells are then washed again and examined by microscope. 
A positive interaction is judged by the presence of fluorescent labeling of cells transfected with cDNA encoding 
a particular PRO polypeptide receptor or pool of receptors and an absence of similar fluorescent labeling of 
similarly prepared cells that have been transfected with other cDNA or pools of cDNA. If a defined pool of 

35 cDNA expression vectors is judged to be positive for interaction with a PRO polypeptide immunoadhesin, the 
individual cDNA species that comprise the pool are tested individually (the pool is "broken down") to determine 
the specific cDNA that encodes a receptor able to interact with the PRO polypeptide immunoadhesin. 

In another embodiment of this assay, an epitope-tagged potential ligand PRO polypeptide (e.g. 8 
histidine "His" tag) is allowed to interact with a panel of potential receptor PRO polypeptide molecules that have 



ENSDOCID: <WO. 



0140466A2_I_> 



wo 01/40466 PCT/USOO/32678 

been expressed as fusions with the Fc domain of human IgG (immunoadhesins). Following a 1 hour 
co-incubation with the epitope tagged PRO polypeptide, the candidate receptors are each immunoprecipitated 
with protein A beads and the beads are washed. Potential ligand interaction is determined by western blot 
analysis of the immunoprecipitated complexes with antibody directed towards the epitope tag. An interaction 
is judged to occur if a band of the anticipated molecular weight of the epitope tagged protein is observed in the 
5 western blot analysis with a candidate receptor, but is not observed to occur with the other members of the panel 
of potential receptors. 

Using these assays, the following receptor/ligand interactions have been herein identified: 

(1) PRO1801 binds to PROl 114 and PR04978. 

(2) PROlOO binds to PROl 114. 

10 The foregoing written specification is considered to be sufficient to enable one skilled in the art to 

practice the invention. The present invention is not to be limited in scope by the construct deposited, since the 
deposited embodiment is intended as a single illustration of certain aspects of the invention and any constructs 
that are functionally equivalent are within the scope of this invention. The deposit of material herein does not 
constitute an admission that the written description herein contained is inadequate to enable the practice of any 

15 aspect of the invention, including the best mode thereof, nor is it to be construed as limiting the scope of the 
claims to the specific illustrations that it represents. Indeed, various modifications of the invention in addition 
to those shown and described herein will become apparent to those skilled in the art from the foregoing 
description and fall within the scope of the appended claims. 
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1-3-1 

1-3-2 

1-3-3 
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Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 April 1998 (14.04.1998) 
ATCC 209771 


1-4 


Additional Indications 


NONE 


1-5 


Designated States for Which 
Indications are Made 


all designated States 


1-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


2 

2-1 
2-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


98 
35 


2-3 

2-3-1 

2-3-2 

2-3-3 
2-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203654 


2-4 


Additional Indications 


NONE 


2-5 


Designated States for Which 
Indications are Made 


all designated States 


2-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


3 

3-1 

3-2 


TheJndications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


98 
36 
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Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110"2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-127 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



98 
37 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-42 9 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing . of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made t}elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



98 
38 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-432 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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6 

6-1 
6-2 


The indications made below relate to 
the deposited nntcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


98 
39 


6-3 
6-3-1 

6-3-2 

6-3-3 
6-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 December 1997 (10.12.1997) 
ATCC 209525 


6-4 


Additional Indications 


NONE 


6-5 


Designated States for Which 
Indications are Made 


all designated States 


6-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


7 

7-1 
7-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
2 


7-3 

7-3-1 

7-3-2 

7-3-3 
7-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203577 


7-4 


Additional Indications 


NONE 


7-5 


Designated States for Which 
Indications are Made 


all designated States 


7-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


8 

O- 1 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 


99 
3 


8-3 

8-3-1 

8-3-2 

8-3-3 
8-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-430 




Additional Indications 


NONE 


8-5 


Designated States for Which 
Indications are Made 


all designated States 
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8-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



9-1 
9-2 



The indications made below relate to 
the deposited rnicroorganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
4 



9-3 

9-3-1 

9-3-2 



9-3-3 
9-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary Institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

08 June 1999 (08.06.1999) 
ATCC PTA-203 



9-4 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



9-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



10 



10-1 
10-2 



The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
5 



10-3 

10-3-1 

10-3-2 



10-3-3 
10-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

01 July 1998 (01.07.1998) 
ATCC 203040 



10-4 



Additional Indications 



NONE 



10-5 



Designated States for Which 
Indications are Made 



all designated States 



10-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



11 



11-1 
11-2 



The indications made below relate to 
the deposited microorganisni(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
5 



11-3 

11-3-1 

11-3-2 



11-3-3 
11-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-611 
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P3330R1 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated Sta'tes 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
7 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 January 1998 (21.01.1998) 
ATCC 209593 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
8 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Additional indications 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203649 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications wit! be submitted to 
the International Bureau later 



NONE 



The indications made k>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
9 
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14-3 

14-3-1 

14-3-2 



14-3-3 
14-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Acxessron Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203574 



14-4 



Additional Indications 



NONE 



14-5 



Designated States for Which 
Indications are Made 



all designated States 



14-6 



15 



15-1 
15-2 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganisni(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
10 



15-3 

15-3-1 

15-3-2 



15-3-3 
15-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-129 



15^ 



Additional Indications 



NONE 



15-5 



Designated States for Which 
Indications are Made 



all designated States 



15-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



16 



16-1 
16-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
11 



16-3 

16-3-1 

16-3-2 



16-3-3 
16-3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 May 1998 (27.05.1998) 
ATCC 209905 



16-4 



Additional Indications 



NONE 



16-5 



Designated States for Which 
Indications are Made 



all designated States 



16-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 
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17 

17-1 
17-2 


The indications made below relate to 
the deposited microorganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
12 


17-3 

17-3-1 
17-3-2 

17-3-3 
17-3-4 


lUvniiiiCraiion oi uepusii 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203585 


17-4 


Additional Indications 


NONE 


17-5 


Designated States for Which 
Indications are Made 


all designated States 


17-8 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


18 

18-1 
18-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
13 


18-3-1 
18-3-2 

18-3-3 
18-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203665 


18-4 


Additional Indications 


NONE 


18-5 


Designated States for Which 
Indications are Made 


all designated States 


18-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


19 

19-1 
19-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
14 


19-3 
19-3-1 

19-3-2 

19-3-3 
19-3-4 


Identification Af D<>nn*«it 
Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-427 


19-4 


Additional Indications 


NONE 


19-5 


Designated States for Which 
Indications are Made 


all designated States 
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19-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



20 



20-1 
20-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
15 



20-3 
20-3-1 

20-3-2 



20-3-3 
20-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul-bure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unit;ed States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-615 



20<4 



Additional Indications 



NONE 



205 



Designated States for Which 
Indications are Made 



all designated States 



20-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



21 



21-1 
21-2 



The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



99 
16 



21-3 

21-3-1 

21-3-2 



21-3-3 
21-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203582 



21-4 



Additional Indications 



NONE 



21-5 



Designated States for Which 
Indications are Made 



all designated States 



21-6 



Separate Furnishing of Indications 

These indications wil! be submitted to 
the International Bureau later 



NONE 



22 



22-1 
22-2 



The indications made below relate to 
the deposited mtcroorganism(5) or 
other biological material referred to In 
the description on: 

page 

tine 



99 
17 



22-3 
22-3-1 

22-3-2 



22-3-3 
22-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203838 
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22-4 


Additional Indications 


NONE 


22-5 


Designated States for Which 
Indications are Made 


3.H desi.cma.'teci States 


22-6 


Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 


NONE 


23 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 




23-1 


page 


99 


23-2 


line 


18 


23-3 


identification of Deoosit 




23-3-1 


Name of depositary institution 


American Type Culture Collection 


23-3-2 


Address of depositary institution 


10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 


23-3-3 
23-3-4 


Date of deposit 
Accession Number 


27 July 1999 (27.07.1999) 
ATCC PTA-428 


23-4 


Additional Indications 


NONE 


23-5 


Designated States for Which 
Indications are Made 




23-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


24 


The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 




24-1 


page 


99 


24-2 


line 


19 


24-3 


id^ntificstion nf f)f*nn^it 




24-3-1 


Name of depositary institution 


American Type Culture Collection 


24-3-2 


Address of depositary institution 


10801 University Blvd., Manassas, 
Virginia 20110-220i9United States of 
America 


24-3-3 


Date of deposit 


09 March 1999 (09.03.1999) 


24-3-4 


Accession Number 


ATCC 203836 


24-4 


Additional Indications 


NONE 


24-5 


Des i g n at e d S tajes f o r Wh i c h 
Indications are Made 


all designated States 


24-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


25 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 




25-1 


page 


99 


25-2 


line 


20 



144 

BNSDOCIO: <WO 0140466A2_L> 



wo 01/40466 



PCT/USOO/32678 



PCT 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



P3330R1 



25-3 

25-3-1 

25-3-2 



25-3-3 
25-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209United States of 
America 

08 June 1999 (08.06.1999) 
ATCC PTA-205 



25-4 



Additional Indications 



NONE 



25-5 



Designated States for Which 
Indications are Made 



all designated States 



25-6 



Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 



NONE 



26 



26-1 
26-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
21 



26-3 

26-3-1 

26-3-2 



26-3-3 
26-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas/ 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-431 



26-4 



Additional Indications 



NONE 



26-5 



Designated States for Which 
Indications are Made 



all designated States 



26-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationat Bureau later 



NONE 



27 



27-1 
27-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
22 



27-3 

27-3-1 

27-3-2 



27-3-3 
27-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203659 



27-4 



Additional Indications 



NONE 



27-5 



Designated States for Which 
Indications are Made 



all designated States 



27-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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28 



28-1 
28-2 



The indications made below relate to 
the deposited niicroorganisni(5) or 
other biological material referred to in 
the description on: 
page 

line 



99 
23 



28-3 
28-3-1 

28-3-2 



28-3-3 
28-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203584 



28-4 



Additional Indications 



NONE 



28-5 



Designated States for Which 
Indications are Made 



all designated States 



28-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



29 



29-1 
29-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
24 



29-3 
29-3-1 

29-3-2 



29-3-3 
29-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-126 



29-4 



Additional Indications 



NONE 



29-5 



Designated States for Which 
Indications are Made 



all designated States 



29-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



30 



30-1 
30-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
25 



30-3 
30-3-1 

30-3-2 



30-3-3 
30-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-128 



30-4 



Additional Indications 



NONE 



30-5 



Designated States for Which 
Indications are Made 



all designated States 
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30-6 



Separat Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



31 



31-1 
31-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
26 



31-3 

31-3-1 

31-3-2 



31-3-3 
31-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203664 



31-4 



Additional Indications 



NONE 



31-5 



31-6 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



32 



32-1 
32-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
27 



32-3 

32-3-1 

32-3-2 



32-3-3 
32-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203578 



32-4 



Additional Indications 



NONE 



32-5 



Designated States for Which 
Indications are Made 



all designated States 



32-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



33 



33^1 
33-2 



The indications made below relate to 
the deposited mIcroorganismCs) or 
other biological material referred to in 
the description on: 
page 

line 



99 
28 



33-3 
33-3-1 

33-3-2 



33-3-3 
33-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203554 
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33-4 


Additional Indications 


NONE 


33-5 


Designated States for Which 
Indications are Made 


all cieslgnat:ed St:at:es 


33-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


34 

34-1 
34-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
29 


34-3 

34-3-1 

34-3-2 

34-3-3 
34-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203850 


34-4 


Additional Indications 


NONE 


34-5 


Designated States for Which 
Indications are Made 


all designated States 


34-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


35 

35-1 
35-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 


99 
30 


35-3 
35-3-1 

35-3-2 

35-3-3 
35-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-45 


35-4 


Additional Indications 


NONE 


35-5 


Designated States for Which ~ 
Indications are Made 


all designated States 


35-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


36 

36-1 
36-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
31 
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36-3 
36-3-1 

36-3-2 



36-3-3 
36-3-4 



Identification f Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numl>er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22,12.1998) 
ATCC 203545 



36-4 



Additional Indications 



NONE 



36-5 



Designated States for Whicfi 
Indications are Made 



all designated States 



36-6 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



37 



37-1 
37-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

tine 



99 
32 



37-3 
37-3-1 

37-3-2 



37-3-3 
37-3-4 



Identification of Deposit 
Nanae of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203544 



37-4 



Additional Indications 



NONE 



37-5 



Designated States for Which 
Indications are Made 



all designated States 



37-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the international Bureau later 



NONE 



38 



38-1 
38-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
33 



38-3 
38-3-1 

38-3-2 



38-3-3 
38-3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-234 



38^ 



Additional Indications 



NONE 



38-5 



Designated States for Which 
Indications are Made 



all designated States 



38-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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39 



39-1 
39-2 



The indicati ns made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
34 



39-3 
39-3-1 

39-3-2 



39-3-3 
39-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'ture Collection 
10801 Univers±-ty Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203848 



39-4 



Additional Indications 



NONE 



39-5 



Designated States for Which 
Indications are Made 



all designated States 



39-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



40 



40-1 
40-2 



The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
35 



40-3 
40-3-1 

40-3-2 



40-3-3 
40-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203555 



40-4 



Additional Indications 



NONE 



40-5 



Designated States for Which 
Indications are Made 



all designated States 



40-6 



Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



41 



41-1 
41-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
36 



41-3 

41-3-1 

41-3-2 



41-3-3 
41-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 April 1999 (20.04.1999) 
ATCC 203949 



41-4 



Additional indications 



NONE 



41-5 



Designated States for Which 
Indications are Made 



all designated States 
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41-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



42 



42-1 
42-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
37 



42-3 
42-3-1 

42-3-2 



42-3-3 
42-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



i^erlcan Type Cul-bure Collectilon 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uniteci States of 
America 

15 December 1998 (15.12.1998) 
ATCC 203539 



42-4 



Additional Indications 



NONE 



42-5 



Designated States for Which 
Indications are Made 



all designated States 



42-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



43 



43-1 
43-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
38 



43-3 
43-3-1 

43-3-2 



43-3-3 
43-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203871 



43^ 



Additional Indications 



NONE 



43-5 



Designated States for Which 
Indications are Made 



all designated States 



43-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



44 



44-1 
44-2 



The indications made t>etow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 

39 



44-3 

44-3-1 

44-3-2 



44-3-3 
44-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203862 
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44-4 


Additional Indications 


NONE 


44-5 


Designated States for Which 
Indications are Made 


all designated States 


44-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


45 

45-1 
45-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
40 


HO- J 

45-3-1 
45-3-2 

45-3-3 
45-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-510 


45*4 


Additional Indications 


NONE 


45-5 


Designated States for Which 
Indications are Made 


all designated States 


45-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


46 

46-1 
46-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
41 


4o-3 
46-3-1 

46-3-2 

46-3-3 
46-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 Januairy 1999 (20.01.1999) 
ATCC 203603 


46^ 


Additional Indications 


NONE 


46-5 


Designated States for Which 
Indications are Made 


all designated States 


46-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


47 

47-1 
47-2 


The indications made k>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
42 
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47-3 
47-3-1 

47-3-2 

47-3-3 
47-3-4 


IdGntification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203813 


47-4 


Additional Indications 


NONE 


47-5 


Designated States for Which 
Indications are Made 


all designated States 


47-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


48 

48-1 
48-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
43 


48-3 

48-3-1 

48-3-2 

48-3-3 
48-3-4 


lU6nili ICallOn OT UcpOSlL 

Name of depositary institution 
Address of depositary Institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203812 


48-4 


Additional Indications 


NONE 


48-5 


Designated States for Which 
Indications are Made 


all designated States 


48-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


49 

49-1 
49-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
44 


49-3 
49-3-1 

49-3-2 

49-3-3 
49-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

29 October 1998 (29.10.1998) 
ATCC 203391 


49-4 


Additional Indications 


NONE 


49-5 


Designated States for Which 
Indications are Made 


all designated States 


49-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 



153 

BNSDOCID: <WO 0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT 



50 



50-1 
50-2 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



P3330R1 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
45 



50.3 

50-3-1 

50-3-2 



50-3-3 
50-3-4 



Identification of Deposit 
Name of depositary institution ' 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203965 



50^ 



50-5 



50-6 



51 



51-1 
51-2 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
46 



51-3 

51-3-1 

51-3-2 



51-3-3 
51-3-4 



51-4 



51-5 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02,03.1999) 
ATCC 203816 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



51-6 



52 



52-1 
52-2 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s} or 
other biological material referred to in 
the description on: 

page 

line 



99 
47 



52-3 

52-3-1 

52-3-2 



52-3-3 
52-3-4 



52-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Ttoerican Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203814 



Additional Indications 



NONE 



52-5 



Designated States for Which 
Indications are Made 



all designated States 
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52-6 



Separate Furnishing f Indicati ns 

These indrcations will be submitted to 
the International Bureau later 



NONE 



53 



53-1 
53-2 



The indications made below relate to 
the deposited nriicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
48 



53-3 
53-3-1 

53-3-2 



53-3-3 
53^3-4 



Identification of Deposit 

Name of depositary institution * 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203810 



53^ 



Additional Indications 



NONE 



53-5 



Designated States for Which 
Indications are Made 



all designated States 



53-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



54 



54-1 
54-2 



The indications made below relate to 
the deposited microorganismCs) or 
other biological material referred to in 
the description on: 
page 

line 



99 
49 



54-3 
54-3-1 

54-3-2 



54-3-3 
54-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-22 



54-4 



Additional Indications 



NONE 



54-5 



Designated States for Which 
Indications are Made 



all designated States 



54-6 



Separate Furnishing of Indications 

Tliese indications will be submitted to 
the International Bureau later 



NONE 



55 



55-1 
55-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 

50 



55-3 
55-3-1 

55-3-2 



55-3-3 
55-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203580 
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55^ 


Additional Indications 


NONE 


55-5 


Designated States for Which 
Indications are Made 


all designated States 


55-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


56 

56-1 
56-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
51 


56-3 
56-3-1 

56-3-2 

56-3-3 
56-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203889 


56-4 


Additional Indications 


NONE 


56-5 


Designated States for Which 
Indications are Made 


all designated States 


56-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


57 

57-1 
57-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
52 


57-3 

57-3-1 

57-3-2 

57-3-3 
57-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203964 


57-4 


Additional Indications 


NONE 


57-5 


Designated States for Whjch 
Indications are Made 


all designated States 


57-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


58 

58-1 
58-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
53 
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Identification of Dep sit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203548 



58-4 



Additional Indications 



NONE 



58-5 



Designated States for Whicli 
Indications are Made 



all designated States 



58-6 



Separate Furnisliing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



59 



59-1 
59-2 



The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
54 



59-3 
59-3-1 

59-3-2 



59-3-3 
59-3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203817 



59-4 



Additional Indications 



NONE 



59-5 



Designated States for Which 
Indications are Made 



all designated States 



59-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



60 



60-1 
60-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
55 



60-3 
60-3-1 

60-3-2 



60-3-3 
60-3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-235 



60-4 



Additional Indications 



NONE 



60-5 



Designated States for Which 
Indications are Made 



all designated States 



60-6 



Separate Furnishing of Iruiications 

These indications will be submitted to 
,the International Bureau later 



NONE 
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P3330R1 



61 



61-1 
61-2 



The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
2 



61-3 

61-3-1 

61-3-2 



61-3-3 
61-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203968 



61- 



Additional Indications 



NONE 



61-5 



Designated States for Which 
Indications are Made 



all designated States 



61-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa] Bureau later 



NONE 



62 



62-1 
622 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
3 



62-3 
62-3-1 

62-3-2 



62-3-3 
62-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas,. 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203894 



62-4 



Additional Indications 



NONE 



62-S 



Designated States for Which 
Indications are Made 



all designated States 



62-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



63 



63-1 
63-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
4 



63-3 
63-3-1 

63-3-2 



63-3-3 
63-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203893 



63-4 



Additi nal Indications 



NONE 



63^5 



Designated States f r Which 
IndicatI ns are Made 



all designated States 
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63-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



64 



64-1 
64-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
5 



64-3 
64-3-1 

64-3-2 



64-3-3 
64-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'bure Collection 
10801 Universl-by Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203811 



64-4 



Additional Indications 



NONE 



64-5 



Designated States for Which 
Indications are Made 



all designated States 



64-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



65 



65-1 
65-2 



The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
6 



65-3 
65-3-1 

65-3-2 



65-3-3 
65-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203867 



65-4 



Additional Indications 



NONE 



65-5 



Designated States for Which 
Indications are Made 



all designated States 



65-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



66 



66-1 
66-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
7 



66-3 
66-3-1 

66-3-2 



66-3-3 
66-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 i^ril 1999 (27.04.1999) 
ATCC 203963 
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€6-4 



Additional Indicati ns 



NONE 



68-5 



Designated States for Which 
Indications are Made 



all deslgna'ted Sta-tes 



66-6 



Separate Furnishing of Indications 

These Indications will be subnrtitted to 
the International Bureau later 



NONE 



67 



67-1 
67-2 



The indications made below relate to 
the deposited nriicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
8 



67-3 

67-3-1 

67-3-2 



67-3-3 
67-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203815 



67-4 



Additional indications 



NONE 



67-5 



Designated States for Which 
Indications are Made 



all designated States 



67-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



68 



68-1 
68-2 



The indications made below relate to 
the deposited mtcroorganismts) or 
other biological material referred to in 
the description on: 
page 

tine 



100 
9 



68-3 
68-3-1 

68-3-2 



68-3-3 
68-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203890 



68-4 



Additional Indications 



NONE 



68-5 



Designated States for Which 
Indications are Made 



all designated States 



68-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



69 



69-1 
69-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
10 
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69-3 
69-3-1 

69-3-2 



69-3-3 
69-3-4 



Identificati n of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-130 



69-4 



Additional Indications 



NOIIE 



69-5 



Designated States for Which 
Indications are Made 



all designated States 



69-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



70 



70-1 
70-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
11 



70-3 
70-3-1 

70-3-2 



70-3-3 
70-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110 -22 09Uni ted States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203970 



70-4 



Additional Indications 



NONE 



70-5 



Designated States for Which 
Indications are Made 



all designated States 



70-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



71 



71-1 
71-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
12 



71-3 

71-3-1 

71-3-2 



71-3-3 
71-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203845 



71-4 



Additional Indications 



NONE 



71-5 



Designated States for Which 
Indications are Made 



all designated States 



71-6 



Separate Furnishing of IrnJications 

These indications will be submitted to 
the International Bureau later 



NONE 
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72 



72-1 
72-2 



72-3 
72-3-1 

72-3-2 



72-3-3 
72-3-4 



The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



100 
13 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23,03,1999) 
ATCC 203861 



72-4 



Additional Indications 



NONE 



72-5 



Designated States for Which 
Indications are Made 



all designated States 



72-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



73 



73-1 
73-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
14 



73-3 
73-3-1 

73-3-2 



73-3-3 
73^3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culturie Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203844 



73-4 



Additional Indications 



NONE 



73-5 



Designated States for Which 
Indications are Made 



all designated States 



73-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



74 



74-1 
74-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
15 



74-3 

74-3-1 

74-3-2 



74-3-3 
74-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-513 



74-4 



Additional Indications 



NONE 



74-5 



Designated States for Which 
Indications are Made 



all designated States 
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74-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



75 



75-1 
75-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
16 



75-3 
75-3-1 

75-3-2 



75-3-3 
75-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uniteci States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203663 



75-4 



Additional Indications 



NONE 



75-5 



Designated States for Which 
Indications are Made 



all designated States 



75-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



76 



76-1 
76-2 



The indications made below relate to 
the deposited m)croorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
17 



76-3 

76-3-1 

76-3-2 



76-3-3 
76-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas,. 
Virginia 2011Q-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203851 



76-4 



Additional Indications 



NONE 



76-5 



Designated States for Which 
Indications are Made 



all designated States 



76-6 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



77 



77-1 
77-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



100 
18 



77-3 
77-3-1 

77-3-2 



77-3-3 
77-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-220 9United States of 
America 

20 April 1999 (20.04.1999) 
ATCC 203950 
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77-4 



Additional Indications 



NONE 



77-5 



Designated States for Which 
Indications are Made 



all designa-ted Spates 



77-6 



Separate Furnishing of Indications 

These Indications will be submitted to' 
the International Bureau later 



NONE 



78 



78-1 
78-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
19 



78-3 

78-3-1 

78-3-2 



78-3-3 
78-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203895 



78^ 



Additional Indications 



NONE 



78-5 



Designated States for Which 
Indications are Made 



all designated States 



78-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



79 



79-1 
79-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
20 



79-3 
79-3-1 

79-3-2 



79-3-3 
79-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-134 



79-4 



Additional Indications 



NONE 



79-5 



Designated States for Which 
Indications are Made 



all designated States 



79-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the international Bureau later 



NONE 



80 



80-1 
80-2 



The indications made below relate to 
the deposited niicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
21 
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P3330R1 



80-3 
80-3-1 

80-3-2 



80-3-3 
80-3-4 



Identification f Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203852 



80-4 



Additional Indications 



NONE 



80-5 



Designated States for Which 
Indications are Made 



all designated States 



80-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



81 



81-1 
81-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
22 



81-3 

31-3-1 

81-3-2 



81-3-3 
81-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-258 



81-4 



Additional Indications 



NONE 



81-5 



Designated States for Which 
Indications are Made 



all designated States 



81-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



82 



82-1 
82-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
23 



82-3 
82-3-1 

82-3-2 



82-3-3 
82-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-259 



82-4 



Additional Indications 



NONE 



82-5 



Designated States for Which 
Indications are Made 



all designated States 



82-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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83 



83-1 
83-2 



The indications made below relat to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
24 



83-3 
83-3-1 

83-3-2 



83-3-3 
83-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110"2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203866 



83^ 



Additional Indications 



NONE 



83-5 



Designated States for Which 
Indications are Made 



all designated States 



83-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



84 



84-1 
84-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
25 



84-3 
84-3-1 

84-3-2 



84-3-3 
84-3-4 



Identification of Deposit 

Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas,.^ 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03,1999) 
ATCC 203853 



84-4 



Additional Indications 



NONE 



84-5 



Designated States for Which 
Indications are Made 



all designated States 



84-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



85 



85-1 
85-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
26 



85-3 

85-3-1 

85-3-2 



85-3-3 
85-3-4 



Identification of Deposit 
Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203892 



85-4 



Additional Indications 



NONE 



85-5 



Designated States for Which 
Indications are Made 



all designated States 
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85-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



86 



86-1 
86-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological nnaterial referred to tn 
the description on: 
page 

line 



100 
27 



86-3 
86-3-1 

86-3-2 



86-3-3 
86-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collecbion 
10801 Univers±t:y Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203847 



86-4 



Additional Indications 



NONE 



86-5 



Designated States for Which 
Indications are Made 



all designated States 



86-6 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



87 



87-1 
87-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to m 
the description on: 

page 

line 



100 
28 



87-3 
87-3-1 

87-3-2 



87-3-3 
87-3-4 



Identification of Deposit 

Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-21 



87-4 



Additional Indications 



NONE 



87-5 



Designated States for Which 
Indications are Made 



all designated States 



87-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



88 



88-1 

88-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
29 



88-3 
88-3-1 

88-3-2 



88-3-3 
88-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-121 
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88^ 


Additional Indications 


NONE 


88-5 


Designated States for Which 
indications are Made 


all designated S-ta-tes 


88*6 


ot;|JoiaLO ruriiioiiiny wi inuiwciuOns 

These indications will be submitted to 
the International Bureau later 


NONE 


89 


The indications made below relate to 
the deposited microorganism(5) or 
other biological material referred to in 
the description on: 




89-1 


page 


100 


89-2 


line 


30 


89-3 


Identification of Deposit 




89-3-1 


Name of depositary institution 


Amezrlcan Type Cultiure Collection 


89-3-2 


Address of depositary institution 


10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 


89-3-3 
89-3-4 


Date of deposit 
Accession Number 


20 April 1999 (20,04.1999) 
ATCC 203951 


89-4 


Additional Indications 


NONE 


89-5 


Designated States for Which 
Indications are Made 


all designated States 




Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


90 


The indications made below relate to 
the deposited microorganism(s) or 

other t)1oloair*al nriAtprial r^fprrckH te\ in 

the description on: 




90-1 


page 


100 


90-2 


line 


31 


90-3 


Identification of Deposit 




90-3-1 


Name of depositary institution 


American Type Culture Collection 


90-3-2 


Address of depositary institution 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 


90-3-3 


Date of deposit 


23 March 1999 (23.03.1999) 


90-3-4 


Accession Number 


ATCC 203869 


90-4 


Additional Indications 


NONE 




Designated States for Which 
Indications are Made 


all designated States 


90-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


91 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 




91-1 


page 


100 


91-2 


line 


32 
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91-3 
91-3-1 

91-3-2 

91-3-3 
91-3-4 


IrlAntificati n f HAnn^iit 

Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'ture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-232 




Additional Indications 


NONE 


91-5 


Designated States for Which 
Indications are Made 


all designated States 


91-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


92 

92-1 
92-2 


The indications made below relate to 
the deposited microorganlsm($) or 
other biological material referred to in 
the description on: 
page 

line 


100 
33 


92-3 
92-3-1 

92-3-2 

92-3-3 
92-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07,1999) 
ATCC PTA-385 


92-4 


Additional Indications 


NONE 


92-5 


Designated States for Which 
Indications are Made 


all designated States 


92-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


93 

93-1 
93-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


100 
34 


93-3-1 
93-3-2 

93-3-3 
93-3-4 


Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203864 


93-4 


Additional Indications 


NONE 


93-5 


Designated States for Which 
Indications are Made 


all designated States 


93-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 
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94 

94-1 
94-2 


The indicati ns made below relat to 
Uie deposited micr organism(s) r 
other biological material referred to in 
the description on: 
page 

line 


100 
35 


94-3 

94-3-1 

94-3-2 

94-3-3 
94-3^ 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uniteci States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-262 


94-4 


Additional Indications 


NONE 


94-5 


Designated States for Which 
Indications are Made 


all designated States 


94-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


95 

95-1 
95-2 


The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


100 
36 


95-3 

95-3-1 

95-3-2 

95-3-3 
95-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-381 


95-4 


Additional Indications 


NONE 


95-5 


Designated States for Which 
Indications are Made 


all designated States 


95-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


96 

1 

yo- 1 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


100 
37 


96-3 
96-3-1 

96-3-2 

96-3-3 
96-3^ 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-15 


96-4 


Additional Indications 


NONE 


96-5 


Designated States for Which 
Indications are Made 


all designated States 



170 



BNSCXX:iD: <WO 01A0466A2^I_> 



wo 01/40466 PCTAJSOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



96-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



97 



97-1 
97-2 



The indications made below relate to 
the deposited microorganism(s} or 
other biological material referred to in 
the description on: 
page 

line 



100 
38 



97-3 
97-3-1 

97-3-2 



97-3-3 
97-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06,1999) 
ATCC PTA-239 



97^ 



Additional Indications 



NONE 



97-5 



Designated States for Which 
Indications are Made 



all designated States 



97-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



98 



98-1 
98-2 



The indications made below relate to 
the deposited microorganism(s} or 
other biological material referred to in 
the description on: 
page 

line 



100 
39 



98-3 

98-3-1 

98-3-2 



98-3-3 
98-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas^ 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-384 



98-4 



Additional Indications 



NONE 



98-5 



Designated States for Which 
Indications are Made 



all designated States 



98-6 



Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 



NONE 



99 



99-1 
99-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
40 



99-3 
99-3-1 

99-3-2 



99-3-3 
99-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-475 
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99-4 



Additional Indications 



NONE 



99-5 



Designated States for Which 
Indications are Made 



all des±gnat:ed S^a^es 



99-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



100 



100-1 
100-2 



The indications made below relate to 
the deposited microorgani5m(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
41 



100-3 

100-3-1 

100-3-2 



100-3-3 
100-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03,1999) 
ATCC 203854 



100-4 



Additional Indications 



NONE 



100-5 



Designated States for Which 
Indications are Made 



all designated States 



100-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



101 



101-1 
101-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
42 



101-3 
101-3-1 

101-3-2 



101-3-3 
101-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd ., Manassas , 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-378 



101- 



Addttional Indications 



NONE 



101-5 



Designated States for Which 
Indications are Made 



all designated States 



101-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



102 



102-1 
102-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
43 
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102-3 
102-3-1 

102-3-2 



102-3-3 
102-3-4 



Identification f Deposit 
Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'bure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-257 



102^ 



Additional Indications 



NONE 



102-5 



Designated States for Which 
Indications are Made 



all designated States 



102-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



103 



103-1 
103-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
44 



103-3 
103-3-1 

103-3-2 



103-3-3 
103-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution" 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-231 



103^ 



Additional Indications 



NONE 



103-5 



Designated States for Which 
Indications are Made 



all designated States 



103-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



104 



104-1 
104-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
45 



104-3 
104-3-1 

104-3-2 



104-3-3 
104-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-388 



104-4 



Additional Indications 



NONE 



104-5 



Designated States for Which 
Indications are Made 



all designated States 



104-6 



Separata Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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105 



105-1 
105-2 



The indications made below relate to 
the deposited niicroorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
46 



105-3 

105-3-1 

105-3-2 



105-3-3 
105-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-620 



105-4 



Additional Indications 



NONE 



105-5 



Designated States for Which 
Indications are Made 



all designated States 



105-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 



NONE 



106 



105- 1 

106- 2 



The indications made below relate to 
the deposited niicroorganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
47 



106-3 

106-3-1 

105-3-2 



106-3-3 
106-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05,1999) 
ATCC PTA-118 



106-4 



Additional Indications 



NONE 



106-5 



Designated States for Which 
Indications are Made 



all designated States 



106-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



107 



107-1 
107-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
48 



107-3 

107-3-1 

107-3-2 



107-3-3 
107-3-4 



Identification of Deposit 

Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03,08.1999) 
ATCC PTA-477 



107-4 



Additional Indications 



NONE 



107-5 



Designated States for Which 
Indications are Made 



all designated States 
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107-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



108 



108-1 
108-2 



The indications nnade below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
49 



108-3 

108-3-1 

108-3-2 



108-3-3 
108-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-488 



108-4 



Additional Indications 



NONE 



108-5 



Designated States for Which 
Indications are Made 



all designated States 



108-8 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



109 



109-1 
109-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
50 



109-3 
109-3-1 

109-3-2 



109-3-3 
109-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas^ 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03,1999) 
ATCC 203849 



109-4 



Additional Indications 



NONE 



109-5 



Designated States for Which 
Indications are Made 



all designated States 



109-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



110 



110-1 
110-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
51 



110-3 

110-3-1 

110-3-2 



110-3-3 
110-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203837 
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110-4 



Additional Indicati ns 



NONE 



110-5 



Designated States for Which 
Indications are Made 



all designated States 



110-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



111 



111-1 
111-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
52 



111-3 
111-3-1 

111-3-2 



111-3-3 
111-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-380 



111-4 



Additional indications 



NONE 



111-5 



Designated States for Which 
Indications are Made 



all de s i gna ted S ta t e s 



111-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



112 



112-1 
112-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
53 



112-3 

112-3-1 

112-3-2 



112-3-3 
112-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-44 



112-4 



Additional Indications 



NONE 



112-5 



Designated States for Which 
Indications are Made 



all designated States 



112-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



113 



113-1 
113-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
54 
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113-3 
113-3-1 

113-3-2 



113-3-3 
113-3-4 



Identificati n of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-42 



113-4 



Additional Indications 



NONE 



113-5 



Designated States for Which 
Indications are Made 



all designated States 



113-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



114 



114-1 
114-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
55 



114-3 

114-3-1 

114-3-2 



1 14-3-3 
114-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Uni ted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-123 



114-4 



Additional Indications 



NONE 



114-5 



Designated States for Which 
Indications are Made 



all designated States 



114-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



115 



115-1 
115-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
2 



115-3 
115-3-1 

115-3-2 



115-3-3 
115-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-482 



115-4 



Additional Indications 



NONE 



115-5 



Designated States for Which 
Indications are Made 



all designated States 



115-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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116 

116-1 
116-2 


The indications made below relate to 
the deposited microorganism(5) or 
other biological material referred to in 
the description on: 
page 

line 


101 

3 


116-3 
116-3-1 

116-3-2 

116-3-3 
116-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03,08.1999) 
ATCC PTA-483 


116-4 


Additional Indications 


NONE 


116-5 


Designated States for Which 
Indications are Made 


all designated States 


116-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


117 

117-1 
117-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


101 
4 


117-3 

117-3-1 

117-3-2 

117-3-3 
117-3-4 


Identification of Deposit 
Name of depositary institution . 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-485 


117-4 


Additional Indications 


NONE 


117-5 


Designated States for Which 
Indications are Made 


all designated States 


117-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


118 

118-1 
118-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


101 
5 


118-3 

118-3-1 

118-3-2 

118-3-3 
118-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-480 


118-4 


Additional Indications 


NONE 


118-5 


Designated States for Which 
Indications are Made 


all designated States 
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118-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


119 

119-1 
119-2 


The indications made below relate to 
the deposited microorganisnn(s) or 
other biological nnaterlal referred to in 
the description on: 
page 

line 


101 
6 


119-3 
119-3-1 

119-3-2 

119-3-3 
119-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20llO-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-476 


119-4 


Additional Indications 


NONE 


119-5 


Designated States for Which 
IruJications are Made 


all designated States 


119-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


120 

120-1 
120-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
7 


120-3 
120-3-1 

120-3-2 

120-3-3 
120-3^ 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-472 


120^ 


Additional Indications 


NONE 


120-5 


Designated States for Which 
Indications are Made 


all designated States 


120-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 


121 

121-1 
121-2 


The indications made below relate to 
the deposited mrcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
8 


121-3 

121-3-1 

121-3-2 

121-3-3 
121-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-487 
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121-4 


Additional Indications 


NONE 


121-5 


Designated States for Which 
Indications are Made 


all des±gnat:ed St:at:es 


121-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


122 

122-1 
122-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
9 


122-3-1 
122-3-2 

122-3-3 
122-3-4 


laRnkiTi&aiion or ueposii 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110"2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-484 


122-4 


Additional Indications 


NONE 


122-5 


Designated States for Which 
Indications are Made 


all designated States 


122-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the international Bureau later 


NONE 


123 

123-1 
123-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
10 


123-3-1 
123-3-2 

123-3-3 
123-3-4 


lucnii iicaiion or ueposii 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 August 1999 (17.08.1999) 
ATCC PTA-546 


123-4 


Additional Indications 


NONE 


123-5 


Designated States for Which 
Indications are Made 


all -designated States 


123-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


124 

124-1 
124-2 


The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
11 
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1 24-3 
124-3-1 

124-3-2 

124-3-3 
124-3-4 


Identificati n of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-515 


124^ 


Additional Indications 


NONE 


124-5 


Designated States for Which 
Indications are Made 


all designated States 


124-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


125 

125-1 
125-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
12 


125-3 

125-3-1 

125-3-2 

125-3-3 
1 25-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

19 October 1999 (19.10.1999) 
ATCC PTA-861 


125^ 


Additional Indications 


NONE 


125-5 


Designated States for Which 
Indications are Made 


all designated States 


125-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


126 

126-1 
126-2 


The indications made below relate to 
the deposited microdrganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
13 


126-3 

126-3-1 

126-3-2 

126-3-3 
126-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-518 


126^ 


Additional Indications 


NONE 


126-5 


Designated States for Which 
Indications are Made 


all designated States 


126-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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127 

127-1 
127-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
14 


127-3 
127-3-1 

127-3-2 

127-3-3 
127-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Dale of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-512 


127-4 


Additional Indications 


NONE 


127-5 


Designated States for Which 
Indications are Made 


all designated States 


127-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


128 

128-1 
128-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
15 


128-3 
128-3-1 

128-3-2 

128-3-3 
128-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-489 


128-4 


Additional Indications 


NONE 


128-5 


Designated States for Which 
Indications are Made 


all designated States 


128-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 


NONE 


129 

129-1 
129-2 


The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
16 


129-3 
129-3-1 

129-3-2 

129-3-3 
129-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-220 9Uni ted States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-614 


129-4 


Additional Indications 


NONE 


129-5 


Designated States for Which 
Indications are Made 


all designated States 
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129-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



130 



130-1 
130-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
17 



130-3 

130-3-1 

130-3-2 



130-3-3 
130-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'bure Collection 
10801 Unlverslt:y Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

16 November 1999 (16.11.1999) 
ATCC PTA-957 



130-4 



Additional Indications 



NONE 



130-5 



Designated States for Which 
Indications are Made 



all designated States 



130-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



131 



131-1 
131-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
18 



131-3 

131-3-1 

131-3-2 



131-3-3 
131-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 October 1999 (05.10.1999) 
ATCC PTA-819 



131-4 



Additional Indications 



NONE 



131-5 



Designated States for Which 
Indications are Made 



all designated States 



131-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



132 



132-1 
132-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 

19 



132-3 
132-3-1 

132-3-2 



132-3-3 
132-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

18 September 1997 (18.09.1997) 
ATCC 209280 
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132^ 


Additional Indications 


NONE 


132-5 


Designated States for Which 
Indications are Made 


all designated Stat.es 


132-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa! Bureau later ' 


NONE 


133 

133-1 
133-2 


The indications made below relate to 
the deposited mtcroorganlsm(s) or 
other biological material referred to tn 
the description on: 
page 

line 


101 
20 


133-3 
133-3-1 

133-3-2 

133-3-3 
133-3-4 


Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 April 1998 (14.04.1998) 
ATCC 209772 


133^ 


Additional Indications 


NONE 


133-5 


Designated States for Which 
Indications are Made 


all designated States 


133-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


134 

134-1 
134-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
21 


134-3 

134-3-1 

134-3-2 

134-3-3 
134-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209375 


134-4 


AddfUonal Indications 


NONE 


134-5 


Desionated StatPQ for Whirh 
Indications are Made 


all designated States 


134-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


135 

135-1 
135-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

ine 


101, 
22 
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135-3 
135-3-1 

135-3-2 



135-3-3 
135-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 September 1997 (23.09.1997) 
ATCC 209296 



135-4 



Additional Indications 



NONE 



135-5 



Designated States for Which 
Indications are Made 



all designated States 



135-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



136 



136-1 
136-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 

23 



136-3 

136-3-1 

136-3-2 



136-3-3 
136-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 September 1997 (18.09.1997) 
ATCC 209279 



136-4 



Additional Indications 



NONE 



136-5 



Designated States for Which 
Indications are Made 



all designated States 



136-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



137 



.137-1 
137-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
24 



137-3 

137-3-1 

137-3-2 



137-3-3 
137-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 March 1998 (05.03.1998) 
ATCC 209653 



137-4 



Additional Indications 



NONE 



137-5 



Designated States for Which 
Indications are Made 



all designated States 



137-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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138 

too- 1 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to ir 
the description on: 
page 

line 


1 

101 
25 


138-3 
138-3-1 

138-3-2 

138-3-3 
138-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209385 


138^ 


Additional Indications 


NONE 


138-5 


Designated States for Which 
Indications are Made 


all designated States 


138-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 


139 

139-1 
1 39-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
26 


139-3 
139-3-1 

139-3-2 

139-3-3 
139-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 2092 61 


139-4 


Additional Indications 


NONE 


139-5 


Designated States for Which 
Indications are Made 


all designated States 


139-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa! Bureau later 


NONE 


140 

140-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the.description on: 
page 

line 


101 
27 


140-3 

140-3-2 

140-3-3 
140-3-4 i 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209384 


140-4 i 


Additional Indications ] 


NONE 


140-5 1 
1 


Designated States for Which 
ndications are Made * 


all designated States 
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140-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


141 

141.1 
141-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
28 


141-3-1 
141-3-2 

141-3-3 
141-3-4 


laeniiTicauon oi ueposii 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209258 


141-4 


Additional Indications 


NONE 


141-5 


Designated States for Which 
Indications are Made 


all designated States 


141-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


142 

142-1 
142-2 


The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
29 


142-3 

142-3-1 

142-3-2 

142-3-3 
142-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd./ Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209257 


142-4 


Additional Indications 


NONE 


142-5 


Designated States for NA/hich 
Indications are Made 


all designated States 


142-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


143 

143-1 
143-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 

30 


143-3 
143-3-1 

143-3-2 

143-3-3 
143-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 May 1997 (30.05.1997) 
ATCC 209087 
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143-4 


Additional Indications 


NONE 


143-5 


Designated States for Which 
Indications are Made 


all designated States 


143-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


144 

144-1 
144-2 


The indications made below relate to 
the deposited microorganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
31 


144-3 

144-3-1 

144-3-2 

144-3-3 
144-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd, , Manassas, 
Virginia 20110 -22 09Uni ted States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209381 


144-4 


Additional Indications 


NONE 


144-5 


Designated States for Which 
Indications are Made 


all designated States 


144-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


145 

145-1 
145-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
32 


145-3 

145-3-1 

145-3-2 

145-3-3 
145-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209262 


145-4 


Additional Indications 


NONE 


145-5 


uesignaiea ocaies Tor wnicn 
Indications are Made 


all designated States 


145-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


146 

146-1 
146-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
33 
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146-3 
146-3-1 

146-3-2 

146-3-3 
146-3-4 


lrlf>nf ifiratinn f Deno^sit 

Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Nunnber 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

28 October 1997 (28.10.1997) 
ATCC 209420 


146-4 


Additional Indications 


NONE 


146-5 


Designated States for Which 
Indications are Made 


all designated States 


146-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


147 

147-1 
147-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
34 


147-3 

147-3-1 

147-3-2 

147-3-3 
147-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209256 


147^ 


Additional Indications 


NONE 


147-5 


Designated States for Which 
Indications are Made 


all designated States 


147-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


148 

148-1 
148-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


101 
35 


1 *to-o 
148-3-1 

148-3-2 

148-3-3 
148-3-4 


lueriililCall on Of l^cpOsil 

Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209251 


148-4 


Addittcnal Indications 


NONE 


148-5 


Designated States for Which 
Indications are Made 


all designated States 


148-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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149 


The indications made below relate to 
the deposited microorganl5m(s) or 
other biological niaterial referred to in 
the description on: 

page 

line 


101 
36 


149-3 
149-3-1 

149-3-2 

149-3-3 
149-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209263 


149^ 


Additional Indications 


NONE 


149-5 


Designated States for Which 
indications are Made 


all designated States 


149-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


150 

150-1 
150-2 


The indications made t>elow relate to 
the deposited microorgamsm(s) or 
other biological material referred to in 
the description on: 
page 

tine 


101 
37 


150-3 

150-3-1 

150-3-2 

150-3-3 
150-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209264 


150-4 


Additional Indications 


NONE 


150-5 


Designated States for Which 
Indications are Made 


all designated States . 


150-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


151 

1 o 1 - 1 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the. description on: 
page 

line 


101 
38 


151-3 

151-3-1 

151-3-2 

151-3-3 
151-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 2 0110-22 09Uni ted States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209376 


151^ 


Additional indications 


NONE 


151-5 


Designated States for Which 
Indications are Made 


all designated States 
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151-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


152 

152-1 
152-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
39 


152-3-1 
152-3-2 

152-3-3 
152-3-4 


Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209391 


152-4 


Additional Indications 


NONE 


152-5 


Designated States for Which 
Indications are Made 


all designated States 


152-6 


Separate Furnishing of Indications 

These indications will be submitted to 
trte International Bureau later 


NONE 


153 

153-1 
153-2 


The indications made below relate to 
the deposited rhicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
40 


153-3-1 
153-3-2 

153-3-3 
153-3-4 


lucniiiiceiiion or ucpuaii 

Name of depositary institution 
Address of depositary Institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-220 9Unlted States of 
America 

28 October 1997 (28.10.1997) 
ATCC 209417 


153-4 


Additional Indications 


NONE 


153-5 


Designated States for Which 
Indications are Made 


all designated States 


153-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


154 

154-1 
154-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
41 


154-3 

154-3-1 

154-3-2 

154-3-3 
154-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209253 
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154^ 


Additional Indications 


NONE 


154-5 


Designated States for Which 
Indications are Made 


axx aes3.gnat:ea ST:at:es 


154-6 


Separate Furnishing of Indications 

These indrcations will be submitted to 
the International Bureau later 


NONE 


155 

155-1 
155-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
paqe 

line 


42 


155-3 
155-3-1 

155-3-2 

155-3-3 
155-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
vxrg^ima ^uxxu— ^^uyunxteo. States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209855 


155-4 


Additional Indications 


NONE 


155-5 


ucdiyi oidies Tor wnicn 
Indications are Made 


all designated States 


155-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


156 

156-1 
156-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
Dane 

line 


101 
43 


156-3 

156-3-1 

1 56-3-2 

156-3-3 
156-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
vj.x:gj.niA ^ux j.u~^^u^umweci ocawes of 
America 

10 December 1997 (10.12.1997) 
ATCC 209526 


156-4 


Additional Indications 


NONE 


156-5 


Designated States for Which 
Indications are Made 




156-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internatronal Bureau later 


NOME 


157 

157-1 
157-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
44 
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157-3 

157-3-1 

157-3-2 



157-3-3 
157-3-4 



Identificati n of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209252 



157-4 



Additional Indications 



NONE 



157-5 



Designated States for Which 
Indications are Made 



all designated States 



157-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



158 



158-1 
158-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



158-3 
158-3-1 

158-3-2 



158-3-3 
158-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209374 



101 
45 



158-4 



Additional Indications 



NONE 



158-5 



Designated States for Which 
Indications are Made 



all designated States 



158-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



159 



159-1 
159-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
46 



159-3 

159-3-1 

159-3-2 



159-3-3 
159-3-4 



Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 December 1997 (10.12.1997) 
ATCC 209528 



159-4 



Additional Indications 



NONE 



159-5 



Designated States for Which 
Indications are Made 



all designated States 



159-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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160 

160-1 
160-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


1,01 
47 


160-3 

160-3-1 

160-3-2 

160-3-3 
160-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Aniei^ican Type CuXcure Collectxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

16 September 1997 (16,09.1997) 
ATCC 209265 


160-4 


Additional Indications 


NONE 


160-5 


Designated States for Which 
Indications are Made 


^11 designated. States 




Separate Furnishing of Indications 

These indications will be submitted to 
tr>e International Bureau later 


NONE 


161 

16M 
161-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
48 


161-3 
1613-1 

161-3-2 

161-3-3 
161-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209396 - 


161-4 


Additional Indications 


NONE 


161-5 


Designated States for Which 
Indications are Made 


all designated States 


161-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau la:er 


NONE 


162 

162-1 
162-2 


The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
49 


162-3 

162-3-1 

162-3-2 

162-3-3 
162-3^ 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Tvoe Culture CoHaetirtn 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1997 (18.08.1997) 
ATCC 209201 


162-4 


Additional Indications 


NONE 


162-5 


Designated States for Which 
Indications are Made 


all designated States 
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162^ 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



163 



163-1 
163-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
50 



163-3 
163-3-1 

163-3-2 



163-3-3 
163-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

28 October 1997 (28.10,1997) 
ATCC 209416 



163-4 



Additional Indications 



NONE 



163-5 



Designated States for Which 
Indications are Made 



all designated States 



163-6 



Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 



NONE 



164 



164-1 
164-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
51 



164-3 
164-3-1 

164-3-2 



164-3-3 
164-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209403 



154-4 



Additional Indications 



NONE 



164-5 



Designated States for Which 
Indications are Made 



all designated States 



164-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



165 



165-1 
165-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on; 
page 

line 



101 
52 



165-3 
165-3-1 

165-3-2 



165-3-3 
165-3-4 



Identitication of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
Aznerica 

28 October 1997 (28.10.1997) 
ATCC 209419 
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165-4 


Additional Indications 


NONE 


165-5 


Designated States for Which 
Indications are Made 


all deslgnat:ed Stai:es 


165-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


166 

166-1 
166-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
53 


166-3 

166-3-1 

166-3-2 

166-3-3 
166-3-4 


Identification of Deposit 
Name of deoositarv institution 

Address of depositary institution ' 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 2 0110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209402 


166-4 


Additional Indications 


NONE 


166-5 


Designated States for Which 
Indications are Made 


all designated States 


166-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


167 

167-1 
167-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
54 


167-3 
167-3-1 

167-3-2 

167-3-3 
167-3-4 


Identification of Deposit 

Name of deoositarv institutinn 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209378 


167^ 


Additional Indications 


NONE 


167-5 


Designated States for Which 
Indications are Made 


all designated States 


167-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


168 

168-1 
168-2 


The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
55 
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168-3 
168-3-1 

168-3-2 



168-3-3 
168-3-4 



Identification f Deposit 
Nanne of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Nunnber 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209489 



168-4 



Additional Indications 



NONE 



168-5 



Designated States for Which 
Indications are Made 



all designated States 



168-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



169 



169-1 
169-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
2 



169-3 
169-3-1 

169-3-2 



169-3-3 
169-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

17 October 1997 (17.10.1997) 
ATCC 209401 



169-4 



Additional Indications 



NONE 



169-5 



Designated States for Which 
Indications are Made 



all designated States 



169-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



170 



170-1 
170-2 



The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
3 



170-3 

170-3-1 

170-3-2 



170-3-3 
170-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209397 



170-4 



Additional Indications 



NONE 



170-5 



Designated States for Which 
Indications are Made 



all designated States 



170-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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171 

171-1 
171-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred t ir 
the description on: 
page 

line 


102 
4 


171-3 

171-3-1 

171-3-2 

171-3-3 
171-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

bate of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209389 


171-4 


Additional Indications 


NONE 


171-5 


Designated States for Which 
Indications are Made 


all designated States 


171-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


172 

172-1 
172-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
5 


172-3 

172-3-1 

172-3-2 

172-3-3 
172-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


■"^"^-^ -1.^— xj^^cs V— u-LtuE^e ^oxxecwxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209438 


172^ 


Additional Indications 


NONE 


172-5 


Designated SUtes for Which 
Indications are Made 


all designated States 


172-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa! Bureau later 


NONE 


173 

173-1 
173-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
6 


173-3 

173-3-1 

173-3-2 

173-3-3 
173-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209492 


173-4 


Additional Indications 


NONE 


173-5 


designated States for Which 
Indications are Made 


all designated States 
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Separate Furnishing of Indications 

Thes indications will be subnnitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
7 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cultiure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
i^erica 

17 October 1997 (17.10.1997) 
ATCC 209388 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intematlonat Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
8 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209432 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
9 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209439 
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176-4 


Additional Indications 


NONE 


176-5 


" Designated States for Which 
Indications are Made 


all designated States 


176-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


177 
177-1 

•i 77 O 
A 7T ^ 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to ir 
the description on: 
page 

line 


102 
10 


177-3 
177-3-1 

177-3-2 

177-3-3 
177-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'bure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209433 


177-4 


Additional Indications 


NONE 


177-5 


Designated States for Which 
Indications are Made 


all designated States 


177-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


178 

178-1 
178-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
11 


1 78-3 
178-3-1 

178-3-2 

178-3-3 
178-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 February 1998 (05.02.1998) 
ATCC 209618 


178-4 


Additional Indications 


NONE — 


178-5 


Designated States for Which 
Indications are Made 


all designated States 


178-6 


Sepai^ate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


179 

179-1 
179-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

ine 


102 

12 . 
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179-3 

179-3-1 

179-3-2 

179-3-3 
179-3-4 


Identification f Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


J^e3ri.c3.ii Type Cultmre CoXlecbi-on 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209484 


179-4 


Additional Indications 


NONE 


179-5 


Designated States for Which 
Indications are Made 


all designated States 


179-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


180 

180-1 
180-2 


The indications made t>eIow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 


102 
13 


180-3 

1 OU-O- 1 

1 80-3-2 

180-3-3 
180-3-4 


Identification of Deposit 
Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209487 


180-4 


Additional Indications 


NONE 


180-5 


Designated States for Which 
Indications are Made 


all designated States 


180-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


181 

181-1 
181-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
14 


181-3 
181-3-1 

181-3-2 

181-3-3 
181-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


ZiTn^Y"! oan Tvoe Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209434 


181-4 


Additional Indications 


NONE 


181-5 


Designated States for Which 
Indications are Made 


all designated States 


181-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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182 

182-1 
182-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to ir 
the description on: 
page 

line 


102 
15 


182-3 

182-3-1 

182-3-2 

182-3-3 
182-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Arnor 4 TSrrwa /^^i t ^^^^ ^ 

^jTc^^ ^uitiijre CrOxiGction 

10801 University Blvd., Manassas, 

Virginia 20110-2209United States of 

America 

26 March 1998 (26.03.1998) 
ATCC 209704 


182-4 


Additional Indications 


NONE 


182-5 


Designated States for Which 
Indications are Made 


all designated States 


182-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


183 

183-1 
183-2 


The indications made below relate to 
the deposited microorganjsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
16 


183-3 

183-3-1 

183-3-2 

183-3-3 
183-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


^jTP^ i-uxuure coxiection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

28 April 1998 (28.04.1998) 
ATCC 209808 


183-4 


Additional Indications 


NONE 


183-5 


Designated States for Which 
Indications are Made 


all designated States 


183-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


T84 

184-1 
184-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
17 


184-3 

184-3-1 

184-3-2 

184-3-3 
184-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 May 1998 (06.05.1998) 
ATCC 209847 


184-4 


Additional Indications 


NONE 


184-5 


Designated States for Which 
ndications are Made 


all designated States 
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184-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



185 



185-1 
185-2 



The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
18 



185-3 

185-3-1 

185-3-2 



185-3-3 
185-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 February 1998 (05.02.1998) 
ATCC 209616 



185-4 



Additional Indications 



NONE 



185-5 



Designated States for Which 
Indications are Made 



all designated States 



185-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



186 



186-1 
186-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
19 



186-3 
186-3-1 

186-3-2 



186-3-3 
186-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deppsit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

05 February 1998 (05.02.1998) 
ATCC 209619 



186-4 



Additional Indications 



NONE 



186-5 



Designated States for Which 
Indications are Made 



all designated States 



186-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



187 



187-1 
187-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
20 



187-3 
187-3-1 

187-3-2 



187-3-3 
187-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203109 



203 



BNSDOCID; <WO 0140466A2_l_> 



wo 01/40466 



PCT/USOO/32678 



PCT P3330R1 

Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



187-4 


Additional Indications 


NONE 


187-5 


Designated States for Which 
Indications are Made 


all deslgna'ted Stiaties 


187-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


188 

188-1 
188-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
21 


188-3 

188-3-1 

188-3-2 

188-3-3 
188-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cult:ure Collecbxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

31 March 1998 (31.03.1998) 
ATCC 209715 


188-4 


Additional Indications 


NONE 


188-5 


Designated States for Which 
Indications are Made 


all de s i cm a ted S t a t e s 


188*6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


189 

189-1 
189-2 


The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
22 


189-3 

189-3-1 

189-3-2 

189-3-3 
189-3-4 


Identification of Deposit 

Name of dpoo<iitarv in^fitiition 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 March 1998 (11.03.1998) 
ATCC 209669 


189-4 


Additional Indications 


NONE 


189-5 


Designated States for Which 
Indications are Made 


all designated States 


189-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


190 

190-1 
190-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
23 



204 

BNSDOCID: <WO 0140466A2J_> 



wo 01/40466 



PCTAUSOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



190-3 
190-3-1 

190-3-2 



190-3-3 
190-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203002 



190-4 



Additional Indications 



NONE 



190-5 



Designated States for Which 
Indications are Made 



all designated States 



190-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



191 



191-1 
191-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
24 



191-3 
191-3-1 

191-3-2 



191-3-3 
191-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

26 March 1998 (26.03.1998) 
ATCC 209705 



191^ 



Additional Indications 



NONE 



191-5 



Designated States for Which 
Indications are Made 



all designated States 



191-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



192 



192-1 
192-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
25 



192-3 

192-3-1 

192-3-2 



192-3-3 
192-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209981 



192-4 



Additional Indications 



NONE 



192-5 



Designated States for Which 
Indications are Made 



all de s igna ted S ta te s 



192-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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193 

193-1 
193-2 


The indications made below relate to 
the deposited microorganism(s) or 

ther biological material referred to in 
the description on: 
page 

line 


102 
26 


193-3 

193-3-1 

193-3-2 

193-3-3 
193-3-4 


Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 April 1998 (07.04-1998) 
ATCC 209749 


193-4 


Additional Indications 


NONE 


193-5 


Designated States for Which 
Indications are Made 


all designated Stai-^^ 


l9Ji 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


194 

194-1 
194-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
27 


194-3 
194-3-1 

194-3-2 

194-3-3 
194-3-4 


Identification of Deposit 
Name of depositary Institution 

Address of depositary Institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209859 


194-4 


Additional Indications 


NONE 


194-5 


Designated States for Which 
Indications are Made 


all designated States 


194-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


195 

195-1 
195-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 

the description on: 

page 

line 


102 
28 


195-3 
195-3-1 

195-3-2 

195-3-3 
195-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Tvne Ciil'f-iiT'o r'rti i ^-r* 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 May 1998 (06.05.1998) 
ATCC 209845 


195-4 


Additional Indications 


NONE 


195-5 


Designated States for Which 
Indications are Made 


all designated States 
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195-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



196 



196-1 
196-2 



The indications made below relate to 
the deposited nr>icroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
29 



196-3 
196-3-1 

196-3-2 



196-3-3 
196-3-4 



Identification of Deposit 
Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

07 April 1998 (07,04.1998) 
ATCC 209748 



196-4 



Additional Indications 



NONE 



196-5 



Designated States for Which 
Indications are Made 



all designated States 



196-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



197 



197-1 
197-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
30 



197-3 
197-3-1 

197-3-2 



197-3-3 
197-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203107 



197-4 



Additional Indications 



NONE 



197-5 



Designated States for Which 
Indications are Made 



all designated States 



197-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



198 



198-1 
198-2 



The indications made below relate to 
the deposited microorganism(s).or 
other biological material referred to in 
the description on: 
page 

line 



102 
31 



198-3 
198-3-1 

198-3-2 



198-3-3 
198-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

23 April 1998 (23.04.1998) 
ATCC 209801 



207 



BNSDOCID: <WO OM0466A2_I_> 



wo 01/40466 



PCTAJSOO/32678 



P3330R1 

Original (for SUBMISSION) - printed on 01.12.2000 02:57.35 PM 



198^ 


Additional Indications 


NONE 


198-5 


Designated States for Which 
Indications are Made 


all des±gnat:ed S'tat:es 


198-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


"199 

199-1 
199-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
32 


199-3 

199-3-1 

199-3-2 

199-3-3 
199-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209948 


199-4 


Additional Indications 


NONE 


199-5 


Designated States for Which 
Indications are Made 


all des ifma+'farJ 


199-6 


Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 


NONE 


200 

200-1 
200-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
33 


200-3 

200-3-1 

200-3-2 

200-3-3 
200-3-4 


Identification of Deposit 
Name of deoositarv institLrtion 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

20 May 1998 (20.05.1998) 
ATCC 209883 


200-4 


Additional Indications 


NONE 


200-5 


Designated States for Which 
Indications are Made 


all designated States 


200-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


201 

201-1 
201-2 


The indications made below relate to 
the deposited microorganism(5) or 
other biological material referred to in 
the description on: 
page 

line 


102 
34 
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201-3 
201-3-1 

201-3-2 



201-3-3 
201-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

01 July 1998 (01.07.1998) 
ATCC 203049 



201-4 



Additional Indications 



NONE 



201-5 



Designated States for Which 
Indications are Made 



all designated States 



201-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 



NONE 



202 



202-1 
202-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
35 



202-3 
202-3-1 

202-3-2 



202-3-3 
202-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 May 1998 (06.05.1998) 
ATCC 209846 



202-4 



Additional Indications 



NONE 



202-5 



Designated States for Which 
Indications are Made 



all designated States 



202-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



203 



203-1 
203-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
36 



203-3 

203-3-1 

203-3-2 



203-3-3 
203-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209857 



203-4 



Additional Indications 



NONE 



203-5 



Designated States for Which 
Indications are Made 



all designated S tates 



203-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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204 

204-1 
204-2 


The indications made below relate t 
the deposited nnicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

fine 


102 
37 


204-3 

204-3-1 

204-3-2 

204-3-3 
204-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'tuire Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 May 1998 (14.05.1998) 
ATCC 209864 


204-4 


Additional Indications 


NONE 


204-5 


Designated States for Which 
Indications are Made 


all desionated States 


204-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 


205 

205-1 
205-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
38 


205-3 

205-3-1 

205-3-2 

205-3-3 
205-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 May 1998 (20.05.1998) 
ATCC 209880 


205-4 


Additional Indications 


NONE 


205-5 


Designated States for Which 
Indications are Made 


all designated States 


205-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


206 

206-1 
206-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: - 
page 

line 


102 
39 


206-3 
206-3-1 

206-3-2 

206-3-3 
206-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American T\roe C!'LiT+-nT'<a 1 d/^-t-n 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 May 1998 (14.05.1998) 
ATCC 209869 


206-4 


Additional Indications 


NONE 


206-5 


Designated States for Which 
Indications are Made 


all designated States 
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206-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



207 



207-1 
207-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
40 



207-3 
207-3-1 

207-3-2 



207-3-3 
207-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209950 



207-4 



Additional Indications 



NONE 



207-5 



Designated States for Which 
Indications are Made 



all designated States 



207-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



208 



208-1 
208-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
41 



208-3 
208-3-1 

208-3-2 



208-3-3 
208-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203008 



208-4 



Additional Indications 



NONE 



208-5 



Designated States for Which 
Indications are Made 



all designated States 



208-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



209 



209-1 
209-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
42 



209-3 

209-3-1 

209-3-2 



209-3-3 
209-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 

ATCC 203014 
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209-4 


Additional Indications 


NONE 


209-5 


Designated States for Which 


all designated States 


209-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


210 

210-1 
210-2 


The indications made below relate to 
the deposited microorgan(sm(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
43 


210-3 
210-3-1 

210-3-2 

210-3-3 
210-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203110 


210^ 


Additional Indications 


NONE 


210-5 


Designated States for Which 
Indications are Made 


all designated States 


210-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


211 

211-1 
211-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
44 


211-3 

211-3-1 

211-3-2 

211-3-3 
211-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


'"^"^-t. J. ture L*ox xection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203009 


211-4 


Additional Indications 


NONE 


211-5 


Designated States for Which 

II ivii^aiiuild arc IVI0U6 


all designated States 


211-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


212 

212-1 
212-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
45 



212 



BNSDOCID: <WO 0140466A2_I_> 



wo 01/40466 



PCT/USOO/32678 



PCX 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



P3330R1 



212-3 

212-3-1 

212-3-2 



212-3-3 
212-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Nunnber 



i^erlcan Type Cul'ture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09Uni ted States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209961 



212-4 



Additional Indications 



NONE 



212-5 



Designated States for Which 
Indications are Made 



all designated States 



212-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



213 



213-1 
213-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
46 



213-3 

213-3-1 

213-3-2 



213-3-3 
213-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
'ATCC 209962 



213^ 



Additional Indications 



NONE 



213-5 



Designated States for Which 
Indications are Made 



all designated States 



213-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



214 



214-1 
214-2 



The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
47 



214-3 

214-3-1 

214-3-2 



214-3-3 
214-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary Institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 May 1998 (14.05.1998) 
ATCC 209866 



214-4 



Additional Indications 



NONE 



214-5 



Designated States for Which 
Indications are Made 



all designated States 



214-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



213 
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215 

216-1 
215-2 


The indications mad b 1 w relate to 
the dep sited microorganism(s) r 
other biological material referred to in 
the description on: 
page 

line 


102 
48 


215-3 

215-3-1 

215-3-2 

215-3-3 
215-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

25 August 1998 (25.08.1998) 
ATCC 203157 


215-4 


Additional Indications 


NONE 


215-5 


Designated States for Which 
Indications are Made 


all designated States 


215-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


216 

216-1 
216-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
49 


216-3 

216-3-1 

216-3-2 

216-3-3 
216-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Axne^^ican J-jfpe i^^uxu^ure L-OJ.J-ection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203106 


216-4 


Additional Indications 


NONE 


216-5 


Designated States for Which 
Indications are Made 


all designated States 


216-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the international Bureau later 


NONE 


217 

217-1 
217-2 


The indications made below relate to 
the deposited microorganismCs) or 
other biological material referred to in 
the description on: 

page 

line 


102 
50 


217-3 
217-3-1 

217-3-2 

217-3-3 
217-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209945 


217-4 


Additional Indications 


NONE 


217-5 


Designated States for Which 
Indications are Made 


all designated States 
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217-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


218 

218-1 
218-2 


The indications made below relate to 
the deposited niicroorganism(s) or 
other biological nnaterial referred to in 
the description on: 
page 

line 


102 
51 


218-3 
218-3-1 

218-3-2 

218-3-3 
218-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209989 


218-4 


Additional indications 


NONE 


218-5 


Designated States for Which 
Indications are Made 




218-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


219 

219-1 
219-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
52 


219-3 

219-3-1 

219-3-2 

219-3-3 
219-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 2 0110-220 9United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203108 


219-4 


Additional Indications 


NONE 


219-5 


Designated States for Which 
Indications are Made 


a.H desicrnated States 


219-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


220 

220-1 
220-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 


102 
53 


220-3 
220-3-1 

220-3-2 

220-3-3 
220-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'ture Collection 
10801 Universiby Blvd. , Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203111 
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220^ 


Additional Indications 


NONE 


220-5 


Designated States for Which 
Indications are Made 


all designated States 


220^ 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


221 

221-1 
221-2 


The indications made below relate to 
the deposited niicroorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
54 


221-3 

221-3-1 

221-3-2 

221-3-3 
221-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


-Ljfpe uuxtuare Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 October 1998 (20.10.1998) 
ATCC 203359 


221-4 


Additional Indications 


NONE 


221-5 


Designated States for Which 
Indications are Made 


all designated States 


221-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


222 

222-1 
222-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
55 


222-3 

222-3-1 

222-3-2 

222-3-3 
222-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


■*™erican J-Ype cuxture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209988 


222-4 


Additional Indications 


NONE 


222-5 


Designated States for Which 
Indications are Made 


all designated States 


222-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


223 

223-1 
223-2 


The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
2 
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223-3 
223-3-1 

223-3-2 



223-3-3 
223-3-4 



Identification of Deposit 

Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Nunnber 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209978 



223-4 



Additional Indications 



NONE 



223-5 



Desigriated States for Which 
Indications are Made 



all designated States 



223-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



224 



224-1 
224 2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

bne 



103 
3 



224-3 
224-3-1 

224-3-2 



224-V3 
224-3-4 



Identification of Deposit 
Nanr»e of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203098 



224-4 



Additional Indications 



NONE 



224-5 



Designated States for Which 
indications are Made 



all designated States 



224-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



225 



225-1 
225-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



103 
4 



225-3 
225-3-1 

225-3-2 



225-3-3 
225-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209980 



225-4 



Additional Indications 



NONE 



225-5 



Designated States for Which 
Indications are Made 



all designated States 



225-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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226 

226-1 
226-2 


The indications made below relate to 
th deposited niicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
5 


226-3 
226-3-1 

226-3-2 

226-3-3 
226-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerxcan l^^fpe Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203091 


226-4 


Additional Indications 


NONE 


226-5 


Designated States for Which 
Indications are Made 


all desicmated States 


226-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


227 

227-1 
227-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
6 


227-3 

227-3-1 

227-3-2 

227-3-3 
227-3-4 


Identification of Deposit 

Ndm& of dpnn^itnrv inctitiiMnn 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203090 


227-4 


Additional Indications 


NONE 


227-5 


Designated States for Which 
Indications are Made 


all designated States 


227-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the tnternational Bureau later 


NONE 


228 

228-1 
228-2 


The indications made below relate to 
the deposited microorganism(s} or 
other biological material referred to in 
the description on: — - 
page 

line 


103 
7 


228-3 
228-3-1 

228-3-2 

228-3-3 
228-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


•ruuex^icon ^jrpe ^uxuure ^oxxecuxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08,1998) 
ATCC 203092 


228-4 


Additional Indications 


NONE 


228-5 


Designated States for Which 
Indications are Made 


all designated States 
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228-6 



Separate Furnishing of Indications 

These indications will b submitted to 
the International Bureau later 



NONE 



229 



229-1 
229-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
8 



229-3 

229-3-1 

229-3-2 



229-3-3 
229-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 November 1998 (10.11.1998) 
ATCC 203452 



229-4 



Additional Indications 



NONE 



229-5 



Designated States for Which 
Indications are Made 



all designated States 



229-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



230 



230-1 
230-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
9 



230-3 

230-3-1 

230-3-2 



230-3-3 
230-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

01 September 1998 (01,09.1998) 
ATCC 203173 



230-4 



Additional Indications 



NONE 



230-5 



Designated States for Which 
Indications are Made 



all designated States 



230-6 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



231 



231-1 
231-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
10 



231-3 
231-3-1 

231-3-2 



231-3-3 
231-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

17 November 1998 (17.11.1998) 
ATCC 203464 
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231-4 


Additional Indications 


NONE 


231-5 


Designated States for Which 
Indications are Made 


all designated States 


231-6 


Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 


NONE 


232 

232-1 
232-2 


The indications made below relate to 
the deposited microorganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
11 


232-3 
232-3-1 

232-3-2 

232-3-3 
232-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


/^metican A^pe l.^ux uiijre coxxection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1998 (18.08.1998) 
ATCC 203132 


232-4 


Additional Indications 


NONE 


232-5 


Designated States for Which 
Indications are Made 


all designated States 


232-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


233 

233-1 
233-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
12 


233-3 
233-3-1 

233-3-2 

233-3-3 
233-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


««ieiican ±^jfpe cuxuure L^oxxectxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203254 


233-4 


Additional Indications 


NONE 


233-5 


Designated States for Which 

■ 1 iwiwdiiuiia arts nriciuc 


all designated States 


233-6 


Separate Fumtshihg of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


234 

234-1 
234-2 


The indications made below relate to 
the deposited microorgani$m(s} or 
other biological material referred to In 
the description on: 
page 

line 


103 
13 
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234-3 


Identification of Deposit 










Klstmfit of HAnncifsiru inctiti ifirtn 
i^iaiiic ui ucpuaiidiy iDoiiiuiiuii 


Amerxcan Type Culture 


Collection 




234-3-2 


Address of depositary institution 


10801 University Blvd. 


, Manassas, 








Virginia 20110-2209United States 


of 






America 






234-3-3 


Date of deposit 


20 October 1998 (20.10 


.1998) 




234-3-4 


Accession Number 


ATCC 203358 






234-4 


Additional Indications 


NONE 


234-5 


Designated States for Which 
Indications are Made 


all designated States 


234-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 






235 


TK^ inriir'Ati Af)<i iti^Ha hc^low r^l^fG to 

1 1 Iw IllUIWaUWIIv IIIOWv ^#W%^VT IVIObW 

the deposited mtcroorganism(5) or 
other biological material referred to in 
ine Gescripcion on. 








235-1 


page 


103 






235-2 


line 


14 






235-3 


Identification of Deposit 








235-3-1 


Name of depositary institution 


American Type Culture 


Collection 




235-3-2 


Address of depositary institution 


10801 University Blvd. 


, Manassas, 








Virginia 20110-2209United States 


of 






America 






235-3-3 


Date of deposit 


04 August 1998 (04.08. 


1998) 




235-3-4 


Accession Number 


ATCC 2030 93 






235-4 


Additional Indications 


NONE 


235-5 


Designated States for Which 
Indications are Made 


all designated States 


235-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 






236 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on! 








236-1 


page 


103 






236-2 


line 


15 






236-3 


Identification of Deposit 










iNdtnc ui ucpubiidfy in^iiiuiiLiri 


American Type Culture 


Collection 




236-3-2 


Address of depositary institution 


10801 University Blvd. 


, Manassas, 








Virginia 20110-2209United States 


of 






America 






236-3-3 


Date of deposit 


03 November 1998 (03.11.1998) 




236-3-4 


Accession Number 


ATCC 203457 






236-4 


Additional Indications 


NONE 


236-5 


Designated States for Which 
Indications are Made 


all designated States 


236-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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237 

237-1 
237-2 


The indicati ns made below relate to 
the deposited mjcroorganrsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
16 


237-3 
237-3-1 

237-3-2 

237-3-3 
237-3-4 


Identification of Deposit 
Name of depositary inslrtulion 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203241 


237-4 


Additional Indications 


NONE 


237-5 


Designated States for Which 
Indications are Made 


all designated States 


237-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


238 

238-1 
238-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
17 


238-3 

238-3-1 

238-3-2 

238-3-3 
238-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


-**mencan iyp® uu-Lture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09 . 09 . 1998) 
ATCC 203249 


238-4 


Additional Indications 


NONE 


238-5 


Designated States for Which 
Indications are Made 


all designated States 


238-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


239 

239-1 
239-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
18 


239-3 

239-3-1 

239-3-2 

239-3-3 
239-3-4 


Identification of Deposit ■ 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203250 


239-4 


Additional Indications 


NONE 


239-5 


Designated States for Which 
Indications are Made 


all designated States 
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239-6 


Separate Furnishing f Indications 

These indications will be subnnitted to 
the International Bureau later 


NONE 


240 

240-1 
240-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
19 


240-3 

240-O-1 

240-3-2 

240-3-3 
240-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


T^erxcan Type Cul-ture Collectxon 
10801 Universl-ty Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1998 (18.08.1998) 
ATCC 203131 


240-4 


Additional Indications 


NONE 


240-5 


Designated States for Which 
Indications are Made 


all rf^^ i fTT\Jl '^^rf S^Ji^tf*^ 


240-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


241 

241-1 
241-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
20 


241-3 

241-3-1 

241-3-2 

241-3-3 
241-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

15 September 1998 (15.09.1998) 
ATCC 203223 


241-4 


Additional Indications 


NONE 


241-5 


Designated States for Which 
Indications are Made 


all designated States 


241-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


242 

242-1 
242-2 


The indications made below relate to 
the deposited microorgan{sm(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
21 


242-3 
242-3-1 

242-3-2 

242-3-3 
242-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'ture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

15 September 1998 (15.09.1998) 
ATCC 203233 
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242-4 
242-5 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all deslgna-ted S'tat.es 



242-6 



Separate Furnishing of indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



243 



243-1 
243-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
22 



243-3 
243-3-1 

243-3-2 



243-3-3 
243-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203252 



243-4 



Additional Indications 



NONE 



243-5 



Designated States for Which 
Indications are Made 



all designated States 



243-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



244 



244-1 
244-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



103 
23 



244-3 

244-3-1 

244-3-2 



244-3-3 
244-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection- 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 November 1998 (17.11.1998) 
ATCC 203476 



244^ 



Additional Indications 



NONE 



244-5 



Designated States for Which 
Indications are Made 



all designated States 



244-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorgani5m(s) or 
other biological material referred to in 
the description on: 
page 

line 



245 



245-1 
245-2 



103 

24 
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245-3 
245-3-2 

245-3-3 
245-3-4 


Identification of Deposit 
iName or ucposiidry inoiiLUiion 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerxcan Type Cul'ture CoXXeckxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United S-tates of 
America 

04 August 1998 (04.08.1998) 
ATCC 203094 


245-4 


Additional Indications 


NONE 


245-5 


Designated States for Which 
Indications are Made 


all desicrnated States 


245-6 


Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 


NONE 


246 

246-1 
246-2 


The indications made betow relate to 
the deposited microorganismCs) or 
other biological material referred to in 
the description on: 
page 

line 


103 
25 


246-3 

246-3-1 

246-3-2 

246-3-3 
246-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 September 1998 (15.09,1998) 
ATCC 203235 


246-4 


Additional Indications 


NONE 


246-5 


Designated States for Which 
Indications are Made 


J5 1 T d^sicrnaii^d Sta.tes 


246-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


247 

247-1 
247-2 


The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
26 


247-3 

247-3-1 

247-3-2 

247-3-3 
247-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203267 


247-4 


Additional Indications 


NONE 


247-5 


Designated States for Which 
Indications are Made 


all designated States 


247-6 


Separate Fumishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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248 

248-1 
248-2 


The indications made below relate to 
the deposited nitcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
27 


248-3 
248-3-1 

248-3-2 

248-3-3 
248-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203282 


248-4 


Additional Indications 


NONE 


248-5 


Designated States for Which 
Indications are Made 


all desicrnated Staf-tf»<5 


248-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


249 

249-1 
249-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
28 


249-3 

249-3-1 

249-3-2 
249-3-3 


tdentification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203657 


249-4 


Additional Indications 


NONE 


249-5 


Designated States for Which 
Indications are Made 


all designated States 


249-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


250 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 

the description on^ — ^ ^ 

page 

line 


103 
29 


250-1 
250-2 


250-3 

250-3-1 

250-3-2 

250-3-3 
250-3-4 


Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Tvrs^ f^iil •hnT'** i a^-^-^ 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203276 


250-4 


Additional Indications 


NONE 


250-5 


Designated States for Which 
Indications are Made 


all designated States 
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250-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


251 

251-1 
251-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
30 


251-3 

251-3-1 

251-3-2 

251-3-3 
251-3-4 


Identification of Deposit 

■ vi UCpOollaiy liloillLlllUn 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerxcan Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 August 1998 (25.08.1998) 
ATCC 203160 


251-4 


Additional Indications 


NONE 


251-5 


Designated States for Which 
Indications are Made 




251-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


252 

252-1 
252-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
31 


252-3 

252-3-2 

252-3-3 
252-3-4 


Identification of Deposit 

Klsmo r\f /4 Ar\/se i^^ni inefltt if i^n 

noirnc ot uepoaiiary insiiiuiion 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1998 (18.08.1998) 
ATCC 203135 


252^ 


Additional Indications 


NONE 


252-5 


Designated States for Which 
Indications are Made 


all designated States 


252-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


253 

253-1 
253-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
32 


253-3 
253-3-1 

253-3-2 

253-3-3 
253-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 November 1998 (03.11.1998) 
ATCC 203459 
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253-4 



253-5 



Additional Indications 



Designat d States for Which 
Indications are Made 



NONE 



all designated States 



253-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 



NONE 



254 



254-1 
254-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
33 



254-3 
254-3-1 

254-3-2 



254-3-3 
254-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203270 



254-4 



Additional Indications 



NONE 



254-5 



Designated States for Which 
Indications are Made 



all designated States 



254-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



255 



255-1 
255-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
34 



255-3 
255-3-1 

255-3-2 



255-3-3 
255-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203573 



255-4 



Additional Indications 



NONE 



255-5 



Designated States for Which 
Indications are Made 



all designated States 



255^ 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



256 



256-1 
256-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
35 
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256-3 
256-3-1 

256-3-2 

256-3-3 
256-3-4 


Identification of Deposit 
Address of depositary institution 

Date of deposit 
Accession Number 


. - 

American Type Cul'bure Collecbxon 
10801 University Blvd., Manassas, 
Virginia 2 0110-22 09Unlted States of 
America 

17 November 1998 (17.11.1998) 
ATCC 203477 


256-4 


Additional Indications 


NONE 


256-5 


Designated States for Which 
Indications are Made 


all deslona^teci States 


256-6 


Separate Furnishtng of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 


257 

257-1 
257 2 


The indications made below relate to 
the deposited microorganism(s) or 
olher biological material referred to in 
the description on: 
page 

line 


103 
36 


257-3 
257-3-1 

257-3-2 

257-3-3 
257-3-* 


Identification of Deposit 
Narrte of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 October 1998 (06.10.1998) 
ATCC 203315 


257-4 


Additional Indications 


NONE 


257-5 


Designated States for Which 
Indications are Made 




257-6 


Separate Furnishing of Indications 

These indications wit) be submitted to 
the International Bureau later 


NONE 


258 

258-1 
258-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
37 


258-3 
258-3-2 

258-3-3 
258-3-4 


Identification of Deposit 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas , 
Virginia 20110-2209United States of 
America 

06 October 1998 (06.10.1998) 
ATCC 203313 


258-4 


Additional Indications 


NONE 


258-5 


Designated States for Which 
Indications are Made 


all designated States 


258-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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259 

259-1 
259-2 


The indications made bel w relate to 
the deposited fnicroorgantsm(s) or 
other biological material ref rred to in 
the description on: 
page 

line 


103 
38 


259-3 
259-3-1 

259-3-2 

259-3-3 
259-3-4 


Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 October 1998 (27.10.1998) 
ATCC 203407 


259-4 


Additional Indications 


NONE 


259-5 


Designated States for VN^ich 
Indications are Made 


all designated States 


259-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


260 

260-1 
260-2 


The indications made be)ow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
39 


260-3 

260-3-1 

260-3-2 

260-3-3 
260-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Tvne diXtuT'^ r*ol 1 fifc<^+-n 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203553 


260-4 


Additional Indications 


NONE 


260-5 


Designated States for Which 
Indications are Made 


all designated States 


260-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


261 

261-1 
261-2 


The indications made betow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
40 


261-3 
261-3-1 

261-3-2 

261-3-3 
261-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22 . 12 . 1998) 
ATCC 203549 


261-4 


Additional Indications 


NONE 


261-5 


Designated States for iVhich 
Indications are Made 


all designated States 
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261-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



262 



262-1 
262-2 



The indications made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
41 



262-3 
262-3-1 

262-3-2 



262-3-3 
262-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203550 



262-4 



Additional Indications 



NONE 



262-5 
262-6 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



263 



263-1 
263-2 



The indications made below relate to 
the deposited nnicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
42 



263-3 
263-3-1 

263-3-2 



263-3-3 
263-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

08 June 1999 (08.06.1999) 
ATCC PTA-204 



263-4 



Additional Indications 



NONE 



263-5 



Designated States for Which 
Indications are Made 



all designated States 



263-6 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



264 



264-1 
264-2 



The indicatior^s made below relate to 
the deposited microorganism{s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
43 



264-3 
264-3-1 

264-3-2 



264-3-3 
264-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

29 October 1998 (29.10.1998) 
ATCC 203391 
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264-4 



Additional Indicati ns 



NONE 



264-5 



Designated States for Which 
Indications are Made 



all des±gnat:ed S'ta'tes 



264-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



265 



265-1 
265-2 



The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
44 



265-3 
265-3-1 

265-3-2 



265-3-3 
265-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203863 



265-4 



Additional Indications 



NONE 



265-5 



Designated States for Which 
Indications are Made 



all designated States 



265-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



266 



266-1 
266-2 



The indications made k>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
45 



266-3 

266-3-1 

266-3-2 



266-3-3 
266-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203834 



266-4 



Additional Indications 



NONE 



266-5 



Designated States for Which 
Indications are Made 



all designated States 



266-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



267 



267-1 
267-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
46 
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267-3 
267-3-1 

267-3-2 

267-3-3 
267-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vircrinia 20110-2209Unitecl Statos 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-382 


267-4 


Additional Indications 


NONE 


267-5 


Designated States for Which 
Indications are Made 


all designated States 


267-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


FOR RECEIVING OFFICE USE ONLY 


0-4 


This form was received with the 
international application: 
(yes or no) 




0-4-1 


Authorized officer 




FOR INTERNATIONAL BUREAU USE ONLY 


0-5 


This fomi was received by the 
international Bureau on: 




0-5-1 


Authorized officer 
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WHAT IS CLAIMED IS : 

1 . Isolated nucleic acid having at least 80% nucleic acid sequence identity to a nucleotide sequence 

that encodes an amino acid sequence selected from the group consisting of the amino acid sequence shown in 
Figure 2 (SEQ ID NO:2), Figure 4 (SEQ ID N0:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID N0:8), Figure 
10 (SEQ ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), 
5 Figure 18 (SEQ ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID 
NO:24), Figure 26 (SEQ ID NO:26). Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO: 30). Figure 32 (SEQ 
ID NO:32). Figure 34 (SEQ ID NO:34). Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 
(SEQ ID NO:40), Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 
48 (SEQ ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), 

10 Figure 56 (SEQ ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID 
NO:62), Figure 64 (SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ 
ID NO:70), Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 
(SEQ ID NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84). Figure 
86 (SEQ ID NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), 

15 Figure 94 (SEQ ID NO:94), Figure 96 (SEQ ID NO: 96), Figure 98 (SEQ ID NO:9Sh Figure 100 (SEQ ID 
NO: 100), Figure 102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 
108 (SEQ ID NO: 108). Figure 110 (SEQ ID NO: 110), Figure 1 12 (SEQ ID NO: 112). Figure 114 (SEQ ID 
NO: 114), Figure 116 (SEQ ID NO: 116). Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120). Figure 
122 (SEQ ID NO: 122). Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID 

20 NO: 128), Figure 130 (SEQ ID NO: 130). Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134). Figure 
136 (SEQ ID NO: 136), Figure 138 (SEQ ID NO: 138). Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID 
NO: 142), Figure 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146). Figure 148 (SEQ ID NO: 148). Figure 
150 (SEQ ID NO:150). Figure 152 (SEQ ID NO:152). Figure 154 (SEQ ID NO:154). Figure 156 (SEQ ID 
NO: 156), Figure 158 (SEQ ID NO: 158). Figure 160 (SEQ ID NO: 160). Figure 162 (SEQ ID NO: 162). Figure 

25 164 (SEQ ID NO: 164). Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID 
NO: 170), Figure 172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO: 176). Figure 
178 (SEQ ID NO:178). Figure 180 (SEQ ID NO:180). Figure 182 (SEQ ID NO:182), Figure 184 (SEQ ID 
NO:184), Figure 186 (SEQ ID NO:186), Figure 188 (SEQ ID NO:188), Figure 190 (SEQ ID NO:190). Figure 
192 (SEQ ID NO: 192), Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196). Figure 198 (SEQ ID 

30 NO: 198), Figure 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 
206 (SEQ ID NO:206). Figure 208 (SEQ ID NO:208). Figure 210 (SEQ ID NO:210). Figure 212 (SEQ ID 
NO:212). Figure 214 (SEQ ID NO:214). Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 
220 (SEQ ID NO:220). Figure 222 (SEQ ID NO:222). Figure 224 (SEQ ID NO:224). Figure 226 (SEQ ID 
NO:226). Figure 228 (SEQ ID NO:228). Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO;232). Figure 

35 234 (SEQ ID NO:234), Figure 236 (SEQ ID NO:236). Figure 238 (SEQ ID NO:238). Figure 240 (SEQ ID 
NO:240). Figure 242 (SEQ ID NO:242). Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 
248 (SEQ ID NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252). Figure 254 (SEQ ID 
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NO:254). Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 
262 (SEQ ID NO:262), Figure 264 (SEQ ID NO:264). Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID 
NO:268). Figure 270 (SEQ ID NO:270). Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274). Figure 
276 (SEQ ID NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280). Figure 282 (SEQ ID 
NO:282), Figure 284 (SEQ ID NO:284). Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 
5 290 (SEQ ID NO;290), Figure 292 (SEQ ID NO:292). Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID 
NO:296), Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 
304 (SEQ ID NO:304), Figure 306 (SEQ ID NO:306). Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID 
NO:310), Figure 312 (SEQ ID NO:312). Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 
318 (SEQ ID NO:318), Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID 

10 NO:324), Figure 326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330), Figure 
332 (SEQ ID NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID 
NO:338), Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344), Figure 
346 (SEQ ID NO:346). Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID 
NO:352). Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358). Figure 

15 360 (SEQ ID NO:360), Figure 362 (SEQ ID NO;362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID 
NO:366), Figure 368 (SEQ ID NO:368). Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 
374 (SEQ ID NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID 
NO:380), Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384). Figure 386 (SEQ ID NO:386). Figure 
388 (SEQ ID NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID 

20 NO:394), Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 
402 (SEQ ID NO:402), Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID 
NO:408). Figure 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 
416 (SEQ ID NO:416), Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID 
NO:422), Figure 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 

25 430 (SEQ ID NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID 
NO:436), Figure 438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442). Figure 
444 (SEQ ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448). Figure 450 (SEQ ID 
NO:450), Figure 452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 
458 (SEQ ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID 

30 NO:464), Figure 466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 
472 (SEQ ID NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID 
NO:478), Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 
486 (SEQ ID NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID 
NO:492), Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498). Figure 

35 500 (SEQ ID NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID 
NO:506), Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 
514 (SEQ ID NO:514). Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID 
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NO:520), Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 
528 (SEQ ID NO:528). Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID 
NO:534), Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 
542 (SEQ ID NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID 
NO: 548) and Figure 550 (SEQ ID N6:550). 

5 

2. Isolated nucleic acid having at least 80% nucleic acid sequence identity to a nucleotide sequence 

selected from the group consisting of the nucleotide sequence shown in Figure 1 (SEQ ID NO: 1), Figure 3 (SEQ 
ID NO:3), Figure 5 (SEQ ID NO:5), Figure 7 (SEQ ID NO:7). Figure 9 (SEQ ID NO:9), Figure 1 1 (SEQ ID 
NO: 11), Figure 13 (SEQ ID NO: 13), Figure 15 (SEQ ID NO: 15), Figure 17 (SEQ ID NO: 17), Figure 19 (SEQ 

10 ID NO: 19). Figure 21 (SEQ ID NO:21), Figure 23 (SEQ ID NO:23), Figure 25 (SEQ ID NO:25), Figure 27 
(SEQ ID NO:27), Figure 29 (SEQ ID NO:29), Figure 31 (SEQ ID NO:31), Figure 33 (SEQ ID NO:33), Figure 
35 (SEQ ID NO:35), Figure 37 (SEQ ID NO:37). Figure 39 (SEQ ID NO:39), Figure 41 (SEQ ID NO:41). 
Figure 43 (SEQ ID NO:43), Figure 45 (SEQ ID NO:45), Figure 47 (SEQ ID NO:47), Figure 49 (SEQ ID 
NO:49), Figure 51 (SEQ ID NO:51), Figure 53 (SEQ ID NO:53), Figure 55 (SEQ ID NO:55), Figure 57 (SEQ 

15 ID NO:57), Figure 59 (SEQ ID NO:59), Figure 61 (SEQ ID NO:61), Figure 63 (SEQ ID NO:63), Figure 65 
(SEQ ID NO:65), Figure 67 (SEQ ID NO:67). Figure 69 (SEQ ID NO:69), Figure 71 (SEQ ID NO:71), Figure 
73 (SEQ ID NO:73), Figure 75 (SEQ ID NO:75), Figure 77 (SEQ ID NO:77), Figure 79 (SEQ ID NO:79), 
Figure 81 (SEQ ID NO:81), Figure 83 (SEQ ID NO:83), Figure 85 (SEQ ID NO:85), Figure 87 (SEQ ID 
NO:87), Figure 89 (SEQ ID NO:89), Figure 91 (SEQ ID NO:91), Figure 93 (SEQ ID NO:93), Figure 95 (SEQ 

20 ID NO:95), Figure 97 (SEQ ID NO:97), Figure 99 (SEQ ID NO:99), Figure 101 (SEQ ID NO; 101), Figure 
103 (SEQ ID NO: 103). Figure 105 (SEQ ID NO:105), Figure 107 (SEQ ID NO:107). Figure 109 (SEQ ID 
NO: 109), Figure 1 1 1 (SEQ ID NO: 1 1 1), Figure 1 13 (SEQ ID NO: 1 13), Figure 1 15 (SEQ ID NO: 1 15), Figure 
117 (SEQ ID NO: 117), Figure 119 (SEQ ID NO: 119), Figure 121 (SEQ ID NO:121), Figure 123 (SEQ ID 
NO: 123), Figure 125 (SEQ ID NO: 125). Figure 127 (SEQ ID NO:127), Figure 129 (SEQ ID NO:129), Figure 

25 131 (SEQ ID NO: 131). Figure 133 (SEQ. ID NO:133). Figure 135 (SEQ ID NO:135). Figure 137 (SEQ ID 
NO: 137), Figure 139 (SEQ ID NO: 1390). Figure 141 (SEQ ID NO: 141), Figure 143 (SEQ ID NO: 143), Figure 
145 (SEQ ID NO: 145), Figure 147 (SEQ ID NO: 147), Figure 149 (SEQ ID NO:149). Figure 151 (SEQ ID 
NO: 151), Figure 153 (SEQ ID NO: 153). Figure 155 (SEQ IDNO:155). Figure 157 (SEQ ID NO: 157), Figure 
159 (SEQ ID NO:159), Figure 161 (SEQ ID NO:161). Figure 163 (SEQ ID NO:163). Figure 165 (SEQ ID 

30 NO: 165), Figure 167 (SEQ ID NO:167). Figure 169 (SEQ ID NO:169). Figure 171 (SEQ ID NO:171), Figure 
173 (SEQ ID NO: 173). Figure 175 (SEQ ID NO:175). Figure 177 (SEQ ID NO:177), Figure 179 (SEQ ID 
NO: 179), Figure 181 (SEQ ID N0:181), Figure 183 (SEQ ID NO: 183). Figure 185 (SEQ ID NO: 185), Figure 
187 (SEQ ID NO: 187), Figure 189 (SEQ ID NO: 189), Figure 191 (SEQ ID NO: 191), Figure 193 (SEQ ID 
NO: 193), Figure 195 (SEQ ID NO:195), Figure 197 (SEQ ID NO:197), Figure 199 (SEQ ID NO:199), Figure 

35 201 (SEQ ID NO:201), Figure 203 (SEQ ID NO:203), Figure 205 (SEQ ID NO:205), Figure 207 (SEQ ID 
NO:207), Figure 209 (SEQ ID NO:209). Figure 211 (SEQ ID NO:21 1), Figure 213 (SEQ ID NO:213), Figure 
215 (SEQ ID NO:215). Figure 217 (SEQ ID NO:217). Figure 219 (SEQ ID NO:219), Figure 221 (SEQ ID 
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NO:221), Figure 223 (SEQ ID NO:223), Figure 225 (SEQ ID NO:225). Figure 227 (SEQ ID NO:227), Figure 
229 (SEQ ID NO:229), Figure 231 (SEQ ID NO:231). Figure 233 (SEQ ID NO:233), Figure 235 (SEQ ID 
NO:235). Figure 237 (SEQ ID NO:237), Figure 239 (SEQ ID NO:239), Figure 241 (SEQ ID NO:241), Figure 
243 (SEQ ID NO:243), Figure 245 (SEQ ID NO:245), Figure 247 (SEQ ID NO:247), Figure 249 (SEQ ID 
NO:249), Figure 251 (SEQ ID NO:251), Figure 253 (SEQ ID NO:253), Figure 255 (SEQ ID NO:255), Figure 
5 257 (SEQ ID NO:257), Figure 259 (SEQ ID NO:259), Figure 261 (SEQ ID NO:261), Figure 263 (SEQ ID 
NO:263), Figure 265 (SEQ ID NO:265), Figure 267 (SEQ ID NO:267). Figure 269 (SEQ ID NO:269), Figure 
271 (SEQ ID NO:271), Figure 273 (SEQ ID NO:273), Figure 275 (SEQ ID NO:275), Figure 277 (SEQ ID 
NO:277), Figure 279 (SEQ ID NO:279), Figure 281 (SEQ ID NO:281), Figure 283 (SEQ ID NO:283). Figure 
285 (SEQ ID NO:285), Figure 287 (SEQ ID NO:287), Figure 289 (SEQ ID NO:289). Figure 291 (SEQ ID 

10 NO:291). Figure 293 (SEQ ID NO:293), Figure 295 (SEQ ID NO:295), Figure 297 (SEQ ID NO:297), Figure 
299 (SEQ ID NO:299), Figure 301 (SEQ ID NO:301), Figure 303 (SEQ ID NO:303). Figure 305 (SEQ ID 
NO:305). Figure 307 (SEQ ID NO:307), Figure 309 (SEQ ID NO:309), Figure 31 1 (SEQ ID NO:31 1), Figure 
313 (SEQ ID NO:313), Figure 315 (SEQ ID NO:315). Figure 317 (SEQ ID NO:317), Figure 319 (SEQ ID 
NO:319), Figure 321 (SEQ ID NO:321), Figure 323 (SEQ ID NO:323), Figure 325 (SEQ ID NO:325), Figure 

15 327 (SEQ ID NO:327), Figure 329 (SEQ ID NO:329). Figure 331 (SEQ ID NO:331), Figure 333 (SEQ ID 
NO:333), Figure 335 (SEQ ID NO:335), Figure 337 (SEQ ID NO:337), Figure 339 (SEQ ID NO:339), Figure 
341 (SEQ ID NO:341), Figure 343 (SEQ ID NO:343). Figure 345 (SEQ ID NO:345), Figure 347 (SEQ ID 
NO:347). Figure 349 (SEQ ID NO:349), Figure 351 (SEQ ID NO:351), Figure 353 (SEQ ID NO:353). Figure 
355 (SEQ ID NO:355). Figure 357 (SEQ ID NO:357), Figure 359 (SEQ ID NO:359), Figure 361 (SEQ ID 

20 NO:361), Figure 363 (SEQ ID NO:363), Figure 365 (SEQ ID NO:365), Figure 367 (SEQ ID NO:367). Figure 
369 (SEQ ID NO:369), Figure 371 (SEQ ID NO:371), Figure 373 (SEQ ID NO:373), Figure 375 (SEQ ID 
NO:375), Figure 377 (SEQ ID NO:377), Figure 379 (SEQ ID NO:379). Figure 381 (SEQ ID NO;381), Figure 
383 (SEQ ID NO:383), Figure 385 (SEQ ID NO:385). Figure 387 (SEQ ID NO:387), Figure 389 (SEQ ID 
NO:389). Figure 391 (SEQ ID NO:391), Figure 393 (SEQ ID NO:393), Figure 395 (SEQ ID NO:395), Figure 

25 397 (SEQ ID NO:397), Figure 399 (SEQ ID NO:399), Figure 401 (SEQ ID NO:401), Figure 403 (SEQ ID 
NO:403), Figure 405 (SEQ ID NO:405), Figure 407 (SEQ ID NO:407), Figure 409 (SEQ ID NO:409), Figure 
411 (SEQ ID NO:411), Figure 413 (SEQ ID NO:413). Figure 415 (SEQ ID NO:415), Figure 417 (SEQ ID 
NO:417), Figure 419 (SEQ ID NO:419), Figure 421 (SEQ ID NO:421). Figure 423 (SEQ ID NO:423), Figure 
425 (SEQ ID NO:425), Figure 427 (SEQ ID NO:427), Figure 429 (SEQ ID NO:429). Figure 431 (SEQ ID 

30 NO:431), Figure 433 (SEQ ID NO:433), Figure 435 (SEQ ID NO:435), Figure 437 (SEQ ID NO:437), Figure 
439 (SEQ ID NO:439), Figure 441 (SEQ ID NO:441), Figure 443 (SEQ ID NO:443), Figure 445 (SEQ ID 
NO:445). Figure 447 (SEQ ID NO:447), Figure 449 (SEQ ID NO:449), Figure 451 (SEQ ID NO:451). Figure 
453 (SEQ ID NO:453), Figure 455 (SEQ ID NO:455), Figure 457 (SEQ ID NO: 457), Figure 459 (SEQ ID 
NO:459), Figure 461 (SEQ ID NO:461), Figure 463 (SEQ ID NO:463). Figure 465 (SEQ ID NO:465), Figure 

35 467 (SEQ ID NO:467), Figure 469 (SEQ ID NO:469). Figure 471 (SEQ ID NO:471). Figure 473 (SEQ ID 
NO:473). Figure 475 (SEQ ID NO:475), Figure 477 (SEQ ID NO:477), Figure 479 (SEQ ID NO:479). Figure 
481 (SEQ ID NO:481), Figure 483 (SEQ ID NO:483). Figure 485 (SEQ ID NO:485). Figure 487 (SEQ ID 
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NO:487), Figure 489 (SEQ ID NO:489). Figure 491 (SEQ ID NO:491), Figure 493 (SEQ ID NO:493), Figure 
495 (SEQ ID NO:495). Figure 497 (SEQ ID NO:497), Figure 499 (SEQ ID NO:499). Figure 501 (SEQ ID 
NO:501), Figure 503 (SEQ ID NO:503), Figure 505 (SEQ ID NO:505), Figure 507 (SEQ ID NO:507), Figure 
509 (SEQ ID NO:509). Figure 511 (SEQ ID NO:511). Figure 513 (SEQ ID NO:513), Figure 515 (SEQ ID 
NO:515), Figure 517 (SEQ ID NO:517), Figure 519 (SEQ ID NO:519), Figure 521 (SEQ ID NO:521), Figure 
5 523 (SEQ ID NO:523), Figure 525 (SEQ ID NO:525), Figure 527 (SEQ ID NO:527), Figure 529 (SEQ ID 
NO:529), Figure 531 (SEQ ID NO:531), Figure 533 (SEQ ID NO:533). Figure 535 (SEQ ID NO:535), Figure 
537 (SEQ ID NO:537), Figure 539 (SEQ ID NO:539), Figure 541 (SEQ ID NO:541), Figure 543 (SEQ ID 
NO:543), Figure 545 (SEQ ID NO:545). Figure 547 (SEQ ID NO:547) and Figure 549 (SEQ ID NO:549). 

10 3 . Isolated nucleic acid having at least 80 % nucleic acid sequence identity to a nucleotide sequence 

selected from the group consisting of the full-length coding sequence of the nucleotide sequence shown in Figure 
1 (SEQ ID NO:l). Figure 3 (SEQ ID NO:3), Figure 5 (SEQ ID N0:5). Figure 7 (SEQ ID NO:7). Figure 9 
(SEQ ID NO:9), Figure 11 (SEQ ID NO: 11). Figure 13 (SEQ ID NO: 13). Figure 15 (SEQ ID NO: 15), Figure 
17 (SEQ ID NO: 17), Figure 19 (SEQ ID NO: 19). Figure 21 (SEQ ID NO:21). Figure 23 (SEQ ID NO:23), 

15 Figure 25 (SEQ ID NO:25). Figure 27 (SEQ ID NO:27), Figure 29 (SEQ ID NO:29), Figure 31 (SEQ ID 
NO:31), Figure 33 (SEQ ID NO:33). Figure 35 (SEQ ID NO:35). Figure 37 (SEQ ID NO:37). Figure 39 (SEQ 
ID NO:39), Figure 41 (SEQ ID NO:41), Figure 43 (SEQ ID NO:43), Figure 45 (SEQ ID NO:45). Figure 47 
(SEQ ID NO:47). Figure 49 (SEQ ID NO:49), Figure 51 (SEQ ID NO:5 1). Figure 53 (SEQ ID NO:53), Figure 
55 (SEQ ID NO:55), Figure 57 (SEQ ID NO:57). Figure 59 (SEQ ID NO:59). Figure 61 (SEQ ID NO:61). 

20 Figure 63 (SEQ ID NO:63), Figure 65 (SEQ ID NO:65), Figure 67 (SEQ ID NO:67). Figure 69 (SEQ ID 
NO:69). Figure 71 (SEQ ID NO:71). Figure 73 (SEQ ID NO:73). Figure 75 (SEQ ID NO:75), Figure 77 (SEQ 
ID NO:77). Figure 79 (SEQ ID NO:79). Figure 81 (SEQ ID NO:81). Figure 83 (SEQ ID NO:83). Figure 85 
(SEQ ID NO:85), Figure 87 (SEQ ID NO:87). Figure 89 (SEQ ID NO:89), Figure 91 (SEQ ID NO:91), Figure 
93 (SEQ ID NO:93), Figure 95 (SEQ ID NO:95). Figure 97 (SEQ ID NO:97), Figure 99 (SEQ ID NO:99), 

25 Figure 101 (SEQ ID NO: 101). Figure 103 (SEQ ID NO: 103), Figure 105 (SEQ ID NO: 105). Figure 107 (SEQ 
ID NO:107), Figure 109 (SEQ ID NO:109), Figure 111 (SEQ ID NO:lll), Figure 113 (SEQ ID NO:113), 
Figure 115 (SEQ ID NO: 115). Figure 117 (SEQ ID NO: 1 17). Figure 119 (SEQ ID NO:l 19). Figure 121 (SEQ 
ID NO: 121), Figure 123 (SEQ ID NO: 123), Figure 125 (SEQ ID NO: 125). Figure 127 (SEQ ID NO: 127). 
Figure 129 (SEQ ID NO: 129). Figure 131 (SEQ ID NO: 131), Figure 133 (SEQ ID NO: 133). Figure 135 (SEQ 

30 ID NO: 135), Figure 137 (SEQ ID NO: 137), Figure 139 (SEQ ID NO: 1390). Figure 141 (SEQ ID NO: 141), 
Figure 143 (SEQ ID NO: 143), Figure 145 (SEQ ID NO: 145), Figure 147 (SEQ ID NO: 147). Figure 149 (SEQ 
ID NO:149). Figure 151 (SEQ ID NO:15I), Figure 153 (SEQ ID NO:153). Figure 155 (SEQ ID NO:155). 
Figure 157 (SEQ ID NO: 157). Figure 159 (SEQ ID NO: 159). Figure 161 (SEQ ID NO: 161), Figure 163 (SEQ 
ID NO:163), Figure 165 (SEQ ID NO:165). Figure 167 (SEQ ID NO: 167). Figure 169 (SEQ ID NO:169), 

35 Figure 171 (SEQ ID NO: 171), Figure 173 (SEQ ID NO:173), Figure 175 (SEQ ID NO: 175), Figure 177 (SEQ 
ID NO:177). Figure 179 (SEQ ID NO:179), Figure 181 (SEQ ID NO:181), Figure 183 (SEQ ID NO:183). 
Figure 185 (SEQ ID NO: 185), Figure 187 (SEQ ID NO: 187), Figure 189 (SEQ ID NO: 189). Figure 191 (SEQ 
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ID NO:191), Figure 193 (SEQ ID NO:193), Figure 195 (SEQ ID NO: 195), Figure 197 (SEQ ID NO: 197). 
Figure 199 (SEQ ID NO: 199). Figure 201 (SEQ ID NO:201), Figure 203 (SEQ ID NO:203). Figure 205 (SEQ 
ID NO:205). Figure 207 (SEQ ID NO:207). Figure 209 (SEQ ID NO:209), Figure 211 (SEQ ID NO:211). 
Figure 213 (SEQ ID NO:213). Figure 215 (SEQ ID NO:215), Figure 217 (SEQ ID NO:217), Figure 219 (SEQ 
ID NO:219). Figure 221 (SEQ ID NO:221), Figure 223 (SEQ ID NO:223), Figure 225 (SEQ ID NO:225), 
5 Figure 227 (SEQ ID NO:227). Figure 229 (SEQ ID NO:229), Figure 231 (SEQ ID NO:231), Figure 233 (SEQ 
ID NO:233), Figure 235 (SEQ ID NO:235), Figure 237 (SEQ ID NO:237), Figure 239 (SEQ ID NO:239). 
Figure 241 (SEQ ID NO:241), Figure 243 (SEQ ID NO:243), Figure 245 (SEQ ID NO:245), Figure 247 (SEQ 
ID NO:247), Figure 249 (SEQ ID NO:249), Figure 251 (SEQ ID NO:251), Figure 253 (SEQ ID NO:253), 
Figure 255 (SEQ ID NO:255), Figure 257 (SEQ ID NO:257), Figure 259 (SEQ ID NO:259), Figure 261 (SEQ 

10 ID NO:261), Figure 263 (SEQ ID NO:263). Figure 265 (SEQ ID NO:265). Figure 267 (SEQ ID NO:267), 
Figure 269 (SEQ ID NO:269), Figure 271 (SEQ ID NO:271). Figure 273 (SEQ ID NO:273), Figure 275 (SEQ 
ID NO:275), Figure 277 (SEQ ID NO:277). Figure 279 (SEQ ID NO:279), Figure 281 (SEQ ID NO:281), 
Figure 283 (SEQ ID NO:283), Figure 285 (SEQ ID NO:285), Figure 287 (SEQ ID NO:287). Figure 289 (SEQ 
ID NO:289), Figure 291 (SEQ ID NO:291), Figure 293 (SEQ ID NO:293), Figure 295 (SEQ ID NO:295), 

15 Figure 297 (SEQ ID NO:297). Figure 299 (SEQ ID NO:299), Figure 301 (SEQ ID NO:301), Figure 303 (SEQ 
ID NO:303), Figure 305 (SEQ ID NO:305), Figure 307 (SEQ ID NO:307), Figure 309 (SEQ ID NO:309), 
Figure 311 (SEQ ID NO:31 1). Figure313 (SEQ ID NO:313), Figure 315 (SEQ ID NO:315), Figure 3 1 7 (SEQ 
ID NO:317), Figure 319 (SEQ ID NO:319), Figure 321 (SEQ ID NO:321), Figure 323 (SEQ ID NO:323), 
Figure 325 (SEQ ID NO:325), Figure 327 (SEQ ID NO:327), Figure 329 (SEQ ID NO:329), Figure 331 (SEQ 

20 ID NO:331), Figure 333 (SEQ ID NO:333). Figure 335 (SEQ ID NO:335), Figure 337 (SEQ ID NO:337), 
Figure 339 (SEQ ID NO:339), Figure 341 (SEQ ID NO:341). Figure 343 (SEQ ID NO:343), Figure 345 (SEQ 
ID NO:345). Figure 347 (SEQ ID NO:347), Figure 349 (SEQ ID NO:349), Figure 351 (SEQ ID NO:351), 
Figure 353 (SEQ ID NO:353), Figure 355 (SEQ ID NO:355), Figure 357 (SEQ ID NO:357), Figure 359 (SEQ 
ID NO:359), Figure 361 (SEQ ID NO:361), Figure 363 (SEQ ID NO:363), Figure 365 (SEQ ID NO:365), 

25 Figure 367 (SEQ ID NO:367), Figure 369 (SEQ ID NO:369), Figure 371 (SEQ ID NO:371). Figure 373 (SEQ 
ID NO:373), Figure 375 (SEQ ID NO:375), Figure 377 (SEQ ID NO:377), Figure 379 (SEQ ID NO:379), 
Figure 381 (SEQ ID NO:381), Figure 383 (SEQ ID NO:383), Figure 385 (SEQ ID NO:385), Figure 387 (SEQ 
ID NO:387). Figure 389 (SEQ ID NO:389), Figure 391 (SEQ ID NO:391), Figure 393 (SEQ ID NO:393), 
Figure 395 (SEQ ID NO:395), Figure 397 (SEQ ID NO:397), Figure 399 (SEQ ID NO:399), Figure 401 (SEQ 

30 ID NO:401), Figure 403 (SEQ ID NO:403), Figure 405 (SEQ ID NO:405), Figure 407 (SEQ ID NO:407), 
Figure 409 (SEQ ID NO:409), Figure 411 (SEQ ID NO:41 1), Figure 413 (SEQ ID NO:413), Figure 415 (SEQ 
ID NO:415), Figure 417 (SEQ ID NO:417), Figure 419 (SEQ ID NO:419), Figure 421 (SEQ ID NO:421), 
Figure 423 (SEQ ID NO:423), Figure 425 (SEQ ID NO:425), Figure 427 (SEQ ID NO:427). Figure 429 (SEQ 
ID NO:429), Figure 431 (SEQ ID NO:431), Figure 433 (SEQ ID NO:433), Figure 435 (SEQ ID NO:435), 

35 Figure 437 (SEQ ID NO:437), Figure 439 (SEQ ID NO:439), Figure 441 (SEQ ID NO:441), Figure 443 (SEQ 
ID NO;443), Figure 445 (SEQ ID NO:445), Figure 447 (SEQ ID NO:447), Figure 449 (SEQ ID NO:449), 
Figure 451 (SEQ ID NO:451), Figure 453 (SEQ ID NO:453), Figure 455 (SEQ ID NO:455). Figure 457 (SEQ 
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ID NO:457), Figure 459 (SEQ ID NO:459), Figure 461 (SEQ ID NO:461), Figure 463 (SEQ ID NO:463), 
Figure 465 (SEQ ID NO:465), Figure 467 (SEQ ID NO:467), Figure 469 (SEQ ID NO:469). Figure 471 (SEQ 
ID NO:471), Figure 473 (SEQ ID NO:473), Figure 475 (SEQ ID NO:475), Figure 477 (SEQ ID NO:477), 
Figure 479 (SEQ ID NO:479). Figure 481 (SEQ ID NO:481), Figure 483 (SEQ ID NO:483). Figure 485 (SEQ 
ID NO:485), Figure 487 (SEQ ID NO:487), Figure 489 (SEQ ID NO:489), Figure 491 (SEQ ID NO:491), 
5 Figure 493 (SEQ ID NO:493), Figure 495 (SEQ ID NO:495), Figure 497 (SEQ ID NO:497). Figure 499 (SEQ 
ID NO:499), Figure 501 (SEQ ID NO:501). Figure 503 (SEQ ID NO:503), Figure 505 (SEQ ID NO:505), 
Figure 507 (SEQ ID NO:507). Figure 509 (SEQ ID NO:509), Figure 511 (SEQ ID NO:51 1). Figure 513 (SEQ 
ID NO:513). Figure 515 (SEQ ID NO:515), Figure 517 (SEQ ID NO:517), Figure 519 (SEQ ID NO:519), 
Figure 521 (SEQ ID NO:521). Figure 523 (SEQ ID NO:523), Figure 525 (SEQ ID NO:525), Figure 527 (SEQ 
10 ID NO:527), Figure 529 (SEQ ID NO:529), Figure 531 (SEQ ID NO:531), Figure 533 (SEQ ID NO:533). 
Figure 535 (SEQ ID NO :535), Figure 537 (SEQ ID NO:537), Figure 539 (SEQ ID NO:539), Figure 541 (SEQ 
ID NO:541), Figure 543 (SEQ ID NO;543), Figure 545 (SEQ ID NO:545), Figure 547 (SEQ ID NO:547) and 
Figure 549 (SEQ ID NO:549). 

15 4. Isolated nucleic acid having at least 80% nucleic acid sequence identity to the full-length coding 

sequence of the DNA deposited under any ATCC accession number shown in Table 7. 

5. A vector comprising the nucleic acid of Claim 1. 

20 6. The vector of Claim 5 operably linked to control sequences recognized by a host cell 

transformed with the vector. 

7. A host cell comprising the vector of Claim 5. 

25 8. The host cell of Claim 7, wherein said cell is a CHO cell. 

9. The host cell of Claim 7, wherein said cell is an E. coli. 

10. The host cell of Claim 7, wherein said cell is a yeast cell. 

30 

11. A process for producing a PRO polypeptides comprising culturing the host cell of Claim 7 
under conditions suitable for expression of said PRO polypeptide and recovering said PRO polypeptide from the 
cell culture, 

35 12. An isolated polypeptide having at least 80% amino acid sequence identity to an amino acid 

sequence selected from the group consisting of the amino acid sequence shown in Figure 2 (SEQ ID NO:2), 
Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6). Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10), 
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Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO:14), Figure 16 (SEQ ID N0:16), Figure 18 (SEQ ID 
NO:18). Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24). Figure 26 (SEQ 
ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), Figure 34 
(SEQ ID NO:34), Figure 36 (SEQ ID NO:36). Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), Figure 
42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44). Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48), 
5 Figure 50 (SEQ ID NO:50). Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 (SEQ ID 
NO:56). Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 (SEQ 
ID NO:64), Figure 66 (SEQ ID NO:66). Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70). Figure 72 
(SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), Figure 
80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), 

10 Figure 88 (SEQ ID NO:88). Figure 90 (SEQ ID NO:90). Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID 
NO:94). Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), Figure 102 
(SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ ID 
NO: 108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114). Figure 
116 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ ID 

15 NO: 1 22), Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), Figure 
130 (SEQ ID NO:130), Figure 132 (SEQ ID NO:132), Figure 134 (SEQ ID NO:134), Figure 136 (SEQ ID 
NO: 1 36), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), Figure 
144 (SEQ ID NO:144), Figure 146 (SEQ ID NO:146), Figure 148 (SEQ ID NO:148), Figure 150 (SEQ ID 
NO:I50), Figure 152 (SEQ ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), Figure 

20 158 (SEQ ID NO:158), Figure 160 (SEQ ID NO:160), Figure 162 (SEQ ID NO:162), Figure 164 (SEQ ID 
NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO:168), Figure 170 (SEQ ID NO: 170), Figure 
172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ ID 
NO: 178), Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO:188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ ID 

25 NO: 192). Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198), Figure 
200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID 
NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 
214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226). Figure 

30 228 (SEQ ID NO:228). Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID 
NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 
NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 
256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 

35 NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 
270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282), Figure 
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284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID 
NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294). Figure 296 (SEQ ID NO:296), Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID 
NO:304). Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID NO:310), Figure 
312 (SEQ ID NO:312). Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:3I6). Figure 318 (SEQ ID 
5 NO:3 18). Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 
326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330), Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338). Figure 
340 (SEQ ID NO:340). Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID 
NO:346), Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 

10 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356). Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID 
NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), Figure 
368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ ID 
NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384X Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 

15 NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 
396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402). Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 
410 (SEQ ID NO:410). Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID 
NO:416), Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 

20 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 
NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434). Figure 436 (SEQ ID NO:436), Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID 
NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450). Figure 
452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID 

25 NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 
466 (SEQ ID NO:466). Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID 
NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 
480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 

30 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID 
NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504). Figure 506 (SEQ ID NO:506), Figure 
508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 
NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:5i8), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID 

35 NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 
536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID 
NO:542), Figure 544 (SEQ ID NO:544). Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) and 
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Figure 550 (SEQ ID NO:550). 

13. An isolated polypeptide having at least 80% amino acid sequence identity to an amino acid 
sequence encoded by the full-length coding sequence of the DNA deposited under any ATCC accession number 
shown in Table 7. 

5 

14. A chimeric molecule comprising a polypeptide according to Claim 12 fused to a heterologous 
amino acid sequence. 

15. The chimeric molecule of Claim 14. wherein said heterologous amino acid sequence is an 
10 epitope tag sequence. 

16. The chimeric molecule of Claim 14, wherein said heterologous amino acid sequence is a Fc 
region of an immunoglobulin. 

15 17. An antibody which specifically binds to a polypeptide according to Claim 12. 

18. The antibody of Claim 17, wherein said antibody is a monoclonal antibody, a humanized 
antibody or a single-chain antibody. 

20 19, Isolated nucleic acid having at least 80% nucleic acid sequence identity to: 

(a) a nucleotide sequence encoding the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 
(SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10), Figure 12 
(SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ ID NO: 18), Figure 
20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22). Figure 24 (SEQ ID NO:24), Figure 26 (SEQ ID NO:26), 

25 Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO: 32), Figure 34 (SEQ ID 
NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), Figure 42 (SEQ 
ID NO:42), Figure 44 (SEQ ID NO:44). Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48), Figure 50 
(SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 (SEQ ID NO:56), Figure 
58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 (SEQ ID NO:64), 

30 Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68). Figure 70 (SEQ ID NO:70), Figure 72 (SEQ ID 
NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76). Figure 78 (SEQ ID NO:78), Figure 80 (SEQ 
ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), Figure 88 
(SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID NO:94). Figure 
96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100). Figure 102 (SEQ ID NO: 102), 

35 Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ ID NO: 108), Figure 1 10 (SEQ 
ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), Figure 116 (SEQ ID NO: 116), 
Figure 118 (SEQ ID NO: 1 18), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ ID NO: 122), Figure 124 (SEQ 
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ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128). Figure 130 (SEQ ID NO: 130), 
Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID NO: 136). Figure 138 (SEQ 
ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142). Figure 144 (SEQ ID NO: 144). 
Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ ID NO: 150), Figure 152 (SEQ 
ID NO: 152), Figure 154 (SEQ ID NO: 154). Figure 156 (SEQ ID NO: 156). Figure 158 (SEQ ID NO: 158), 
5 Figure 160 (SEQ ID NO: 160), Figure 162 (SEQ ID NO: 162), Figure 164 (SEQ ID NO: 164), Figure 166 (SEQ 
ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID NO: 170). Figure 172 (SEQ ID NO: 172). 
Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ ID NO: 178). Figure 180 (SEQ 
ID NO: 180), Figure 182 (SEQ ID NO: 182). Figure 184 (SEQ ID NO: 184). Figure 186 (SEQ ID NO: 186), 
Figure 188 (SEQ ID NO: 188). Figure 190 (SEQ ID NO: 190). Figure 192 (SEQ ID NO: 192), Figure 194 (SEQ 

10 ID NO: 194), Figure 196 (SEQ ID NO:196), Figure 198 (SEQ ID NO: 198), Figure 200 (SEQ ID NO:200), 
Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID NO:206), Figure 208 (SEQ 
ID NO:208). Figure 210 (SEQ ID NO:2 10). Figure 212 (SEQ ID NO:2l2). Figure 214 (SEQ ID NO:214), 
Figure 216 (SEQ ID NO:216). Figure 218 (SEQ ID NO:218). Figure 220 (SEQ ID NO:220). Figure 222 (SEQ 
ID NO:222), Figure 224 (SEQ ID NO:224). Figure 226 (SEQ ID NO:226), Figure 228 (SEQ ID NO:228). 

15 Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232). Figure 234 (SEQ ID NO:234). Figure 236 (SEQ 
ID NO:236). Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 242 (SEQ ID NO:242). 
Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246). Figure 248 (SEQ ID NO:248). Figure 250 (SEQ 
ID NO:250). Figure 252 (SEQ ID NO:252). Figure 254 (SEQ ID NO:254). Figure 256 (SEQ ID NO:256). 
Figure 258 (SEQ ID NO:258). Figure 260 (SEQ ID NO:260). Figure 262 (SEQ ID NO:262). Figure 264 (SEQ 

20 ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 270 (SEQ ID NO:270). 
Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274). Figure 276 (SEQ ID NO:276). Figure 278 (SEQ 
ID NO:278), Figure 280 (SEQ ID NO:280). Figure 282 (SEQ ID NO:282). Figure 284 (SEQ ID NO:284). 
Figure 286 (SEQ ID NO:286). Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID NO:290). Figure 292 (SEQ 
ID NO:292). Figure 294 (SEQ ID NO:294). Figure 296 (SEQ ID NO:296). Figure 298 (SEQ ID NO:298). 

25 Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302). Figure 304 (SEQ ID NO:304), Figure 306 (SEQ 
ID NO:306), Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID NO:310), Figure 312 (SEQ ID NO:312). 
Figure 3 14 (SEQ ID NO:3 14), Figure 316 (SEQ ID NO:316). Figure 3 1 8 (SEQ ID NO:318), Figure 320 (SEQ 
ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 326 (SEQ ID NO:326), 
Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID NO:332). Figure 334 (SEQ 

30 ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), Figure 340 (SEQ ID NO:340). 
Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID NO:346). Figure 348 (SEQ 
ID NO:348). Figure 350 (SEQ ID NO:350). Figure 352 (SEQ ID NO:352). Figure 354 (SEQ ID NO:354). 
Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID NO:360), Figure 362 (SEQ 
ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), Figure 368 (SEQ ID NO:368). 

35 Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ ID NO:374). Figure 376 (SEQ 
ID NO:376). Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID NO:380), Figure 382 (SEQ ID NO:382). 
Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID NO:388). Figure 390 (SEQ 
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ID NO:390). Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 396 (SEQ ID NO:396). 
Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400). Figure 402 (SEQ ID NO:402), Figure 404 (SEQ 
ID NO:404). Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 410 (SEQ ID NO:410), 
Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID NO:416), Figure 418 (SEQ 
ID NO:418). Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422). Figure 424 (SEQ ID NO:424). 
5 Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID NO:430), Figure 432 (SEQ 
ID NO:432), Figure 434 (SEQ ID NO:434). Figure 436 (SEQ ID NO:436), Figure 438 (SEQ ID NO:438), 
Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442). Figure 444 (SEQ ID NO:444), Figure 446 (SEQ 
ID NO:446). Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450). Figure 452 (SEQ ID NO:452), 
Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456). Figure 458 (SEQ ID NO:458), Figure 460 (SEQ 

10 ID NO:460), Figure 462 (SEQ ID NO:462). Figure 464 (SEQ ID NO:464), Figure 466 (SEQ ID NO:466), 
Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470). Figure 472 (SEQ ID NO:472), Figure 474 (SEQ 
ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 480 (SEQ ID NO:480), 
Figure 482 (SEQ ID NO:482). Figure 484 (SEQ ID NO:484). Figure 486 (SEQ ID NO:486), Figure 488 (SEQ 
ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 494 (SEQ ID NO:494), 

15 Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID NO:500), Figure 502 (SEQ 
ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 508 (SEQ ID NO:508), 
Figure 510 (SEQ ID NO:5I0), Figure 512 (SEQ ID NO:5I2), Figure 514 (SEQ ID NO:514), Figure 516 (SEQ 
ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 522 (SEQ ID NO:522), 
Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID NO:528), Figure 530 (SEQ 

20 ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 536 (SEQ ID NO:536), 
Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID NO:542), Figure 544 (SEQ 
ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or Figure 550 (SEQ ID NO:550), 
lacking its associated signal peptide; 

(b) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 2 

25 (SEQ ID NO:2), Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ 
ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 
(SEQ ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22). Figure 24 (SEQ ID NO:24). Figure 
26 (SEQ ID NO:26), Figure 28 (SEQ ID NO:28). Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), 
Figure 34 (SEQ ID NO:34). Figure 36 (SEQ ID NO:36). Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID 

30 NO:40), Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ 
ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 
(SEQ ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 
64 (SEQ ID NO:64). Figure 66 (SEQ ID NO;66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), 
Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74). Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID 

35 NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ 
ID NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92). Figure 94 
(SEQ ID NO:94), Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure' 100 (SEQ ID NO: 100). 
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Figure 102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ 
ID NO: 108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), 
Figure 116(SEQ ID NO:116), Figure 1 1 8 (SEQ ID N0:118), Figure 120 (SEQ ID NO:120), Figure 122 (SEQ 
ID NO:122), Figure 124 (SEQ ID NO:124), Figure 126 (SEQ ID NO:126), Figure 128 (SEQ ID NO:128), 
Figure 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ 
5 ID NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142). 
Figure 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146). Figure 148 (SEQ ID NO: 148). Figure 150 (SEQ 
ID NO: 150), Figure 152 (SEQ ID NO: 152). Figure 154 (SEQ ID NO: 154). Figure 156 (SEQ ID NO: 156). 
Figure 158 (SEQ ID NO:158), Figure 160 (SEQ ID NO:160), Figure 162 (SEQ ID NO:162), Figure 164 (SEQ 
ID NO: 164). Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID NO: 170). 

10 Figure 172 (SEQ ID NO: 172). Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ 
ID NO: 178). Figure 180 (SEQ ID NO: 180). Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), 
Figure 186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188). Figure 190 (SEQ ID NO: 190). Figure 192 (SEQ 
ID NO:192). Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO:196), Figure 198 (SEQ ID NO:198), 
Figure 200 (SEQ ID NO:200). Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ 

15 ID NO:206). Figure 208 (SEQ ID NO:208). Figure 210 (SEQ ID NO:2 10), Figure 212 (SEQ ID NO:212). 
Figure 214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ 
ID NO:220). Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226). 
Figure 228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230). Figure 232 (SEQ ID NO:232). Figure 234 (SEQ 
ID NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238). Figure 240 (SEQ ID NO:240), 

20 Figure 242 (SEQ ID NO:242). Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ 
ID NO:248). Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254). 
Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258). Figure 260 (SEQ ID NO:260), Figure 262 (SEQ 
ID NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266). Figure 268 (SEQ ID NO:268). 
Figure 270 (SEQ ID NO:270). Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ 

25 ID NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). 
Figure 284 (SEQ ID NO:284). Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ 
ID NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294). Figure 296 (SEQ ID NO:296), 
Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300). Figure 302 (SEQ ID NO:302), Figure 304 (SEQ 
ID NO:304), Figure 306 (SEQ p NO:306), Figure 308 (SEQ ID NO: 3 08), Figure 310 (SEQ ID NO:310), 

30 Figure 312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314). Figure 316 (SEQ ID NO:316). Figure 318 (SEQ 
ID NO:318), Figure 320 (SEQ ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), 
Figure 326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ 
ID NO:332), Figure 334 (SEQ ID NO:334). Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338). 
Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ 

35 ID NO:346). Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), 
Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ 
ID NO:360), Figure 362 (SEQ ID NO:362). Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), 
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Figure 368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ 
ID NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID NO:380), 
Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386). Figure 388 (SEQ 
ID NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394). 
Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ 
5 ID NO:402), Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408). 
Figure 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:4I2), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ 
ID NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420). Figure 422 (SEQ ID NO:422), 
Figure 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ 
ID NO:430). Figure 432 (SEQ ID NO:432). Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), 

10 Figure 438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442). Figure 444 (SEQ 
ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450). 
Figure 452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ 
ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), 
Figure 466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO: 470), Figure 472 (SEQ 

15 ID NO:472). Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), 
Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ 
ID NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490). Figure 492 (SEQ ID NO:492), 
Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ 
ID NO:500). Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), 

20 Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ 
ID NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), 
Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ 
ID NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534). 
Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ 

25 ID NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), with its associated signal peptide; or 

(c) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 2 
(SEQ ID NO:2), Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ 
ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 

30 (SEQ ID NO: 18), Figure 20 (SEQ ID NO:20). Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 
26 (SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), 
Figure 34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38). Figure 40 (SEQ ID 
NO:40), Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44). Figure 46 (SEQ ID NO:46), Figure 48 (SEQ 
ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 

35 (SEQ ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60). Figure 62 (SEQ ID NO:62). Figure 
64 (SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), 
Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID 
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NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82). Figure 84 (SEQ ID NO:84), Figure 86 (SEQ 
ID NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 
(SEQ ID NO:94). Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), 
Figure 102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ 
ID NO:108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), 
5 Figure 1 16 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 1 18), Figure 120 (SEQ ID NO: 120). Figure 122 (SEQ 
ID NO:122). Figure 124 (SEQ ID NO:124). Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), 
Figure 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ 
ID NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), 
Figure 144 (SEQ ID NO:144). Figure 146 (SEQ ID NO:146), Figure 148 (SEQ ID NO:148), Figure 150 (SEQ 

10 ID NO:150), Figure 152 (SEQ ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), 
Figure 158 (SEQ ID NO:158), Figure 160 (SEQ ID NO:160), Figure 162 (SEQ ID NO:162), Figure 164 (SEQ 
ID NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID NO: 170), 
Figure 172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ 
ID NQ:178), Figure 180 (SEQ ID NO: 180). Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), 

15 Figure 186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190). Figure 192 (SEQ 
ID NO: 192). Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196). Figure 198 (SEQ ID NO: 198). 
Figure 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204). Figure 206 (SEQ 
ID NO:206), Figure 208 (SEQ ID NO:208). Figure 210 (SEQ ID NO:210). Figure 212 (SEQ ID NO:212). 
Figure 214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:2l6), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ 

20 ID NO:220). Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), 
Figure 228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ 
ID NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), 
Figure 242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244). Figure 246 (SEQ ID NO:246), Figure 248 (SEQ 
ID NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), 

25 Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ 
ID NO:262), Figure 264 (SEQ ID NO:264). Figure 266 (SEQ ID NO:266). Figure 268 (SEQ ID NO:268), 
Figure 270 (SEQ ID NO:270). Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274). Figure 276 (SEQ 
. ID NO:276). Figure 278 (SEQ ID NO:278). Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). 
Figure 284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286). Figure 288 (SEQ ID NO:288). Figure 290 (SEQ 

30 ID NO:290). Figure 292 (SEQ ID NO:292). Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296). 
Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300). Figure 302 (SEQ ID NO:302). Figure 304 (SEQ 
ID NO:304). Figure 306 (SEQ ID NO:306). Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID NO:310), 
Figure 312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314). Figure 316 (SEQ ID NO:316), Figure 318 (SEQ 
ID NO:318), Figure 320 (SEQ ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324). 

35 Figure 326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330), Figure 332 (SEQ 
ID NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338), 
Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344). Figure 346 (SEQ 
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ID NO:346), Figure 348 (SEQ ID NO:348). Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), 
Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356). Figure 358 (SEQ ID NO:358), Figure 360 (SEQ 
ID NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366). 
Figure 368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ 
ID NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID NO:380). 
5 Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ 
ID NO:388). Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394), 
Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400). Figure 402 (SEQ 
ID NO:402), Figure 404 (SEQ ID NO:404). Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), 
Figure 4ia(SEQ ID NO:410). Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ 

10 ID NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), 
Figure 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426). Figure 428 (SEQ ID NO:428). Figure 430 (SEQ 
ID NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436). 
Figure 438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440). Figure 442 (SEQ ID NO:442), Figure 444 (SEQ 
ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), 

15 Figure 452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO;456), Figure 458 (SEQ 
ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464). 
Figure 466 {SEQ ID NO:466). Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470). Figure 472 (SEQ 
ID NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), 
Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484). Figure 486 (SEQ 

20 ID NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), 
Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498). Figure 500 (SEQ 
ID NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO: 5 04), Figure 506 (SEQ ID NO:506), 
Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ 
ID NO:514), Figure 516 (SEQ ID NO:516). Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), 

25 Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ 
ID NO;528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), 
Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538). Figure 540 (SEQ ID NO:540). Figure 542 (SEQ 
ID NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO: 550), lacking its associated signal peptide. 

30 

20. An isolated polypeptide having at least 80% amino acid sequence identity to: 
(a) an amino acid sequence of the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ 
ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10). Figure 12 (SEQ 
ID NO:12), Figure 14 (SEQ ID N0:14), Figure 16 (SEQ ID NO:16), Figure 18 (SEQ ID NO: 18), Figure 20 
35 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22). Figure 24 (SEQ ID NO:24), Figure 26 (SEQ ID NO:26), Figure 
28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), Figure 34 (SEQ ID NO:34), 
Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), Figure 42 (SEQ ID 
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NO:42). Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48). Figure 50 (SEQ 
ID NO:50). Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 (SEQ ID NO:56). Figure 58 
(SEQ ID NO;58). Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 (SEQ ID NO:64), Figure 
66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70). Figure 72 (SEQ ID NO:72), 
Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), Figure 80 (SEQ ID 
5 NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), Figure 88 (SEQ 
ID NO:88). Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID NO:94), Figure 96 
(SEQ ID NO:96), . Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100). Figure 102 (SEQ ID NO: 102). 
Figure 104 (SEQ ID NO:104), Figure 106 (SEQ ID NO:106), Figure 108 (SEQ ID NO:108), Figure 1 10 (SEQ 
ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), Figure 116 (SEQ ID NO: 116), 

10 Figure 1 18 (SEQ ID NO: 118). Figure 120 (SEQ ID NO: 120). Figure 122 (SEQ ID NO: 122), Figure 124 (SEQ 
ID NO:124). Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO:128), Figure 130 (SEQ ID NO: 130), 
Figure 132 (SEQ ID NO:132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID NO: 136), Figure 138 (SEQ 
ID NO: 138). Figure 140 (SEQ ID NO: 140). Figure 142 (SEQ ID NO: 142), Figure 144 (SEQ ID NO: 144). 
Figure 146 (SEQ ID NO: 146). Figure 148 (SEQ ID NO: 148). Figure 150 (SEQ ID NO: 150). Figure 152 (SEQ 

15 ID NO:152), Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO:156), Figure 158 (SEQ ID NO:158), 
Figure 160 (SEQ ID NO: 160). Figure 162 (SEQ ID NO: 162). Figure 164 (SEQ ID NO: 164), Figure 166 (SEQ 
ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID NO: 170), Figure 172 (SEQ ID NO: 172). 
Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO: 176). Figure 178 (SEQ ID NO: 178). Figure 180 (SEQ 
ID NO: 180). Figure 182 (SEQ ID NO: 182). Figure 184 (SEQ ID NO: 184). Figure 186 (SEQ ID NO: 186). 

20 Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190). Figure 192 (SEQ ID NO: 192), Figure 194 (SEQ 
ID NO: 194). Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198), Figure 200 (SEQ ID NO:200). 
Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204). Figure 206 (SEQ ID NO:206). Figure 208 (SEQ 
ID NO:208). Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212). Figure 214 (SEQ ID NO:214), 
Figure 216 (SEQ ID NO:216). Figure 218 (SEQ ID NO:218). Figure 220 (SEQ ID NO:220). Figure 222 (SEQ 

25 ID NO:222). Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), Figure 228 (SEQ ID NO:228), 
Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID NO:234), Figure 236 (SEQ 
ID NO:236). Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240). Figure 242 (SEQ ID NO:242). 
Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID NO:248). Figure 250 (SEQ 
ID NO:250). Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254). Figure 256 (SEQ ID NO:256). 

30 Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID NO:262). Figure 264 (SEQ 
ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 270 (SEQ ID NO:270). 
Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274). Figure 276 (SEQ ID NO:276). Figure 278 (SEQ 
ID NO:278), Figure 280 (SEQ ID NO:280). Figure 282 (SEQ ID NO:282), Figure 284 (SEQ ID NO:284), 
Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID NO:290). Figure 292 (SEQ 

35 ID NO:292). Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296). Figure 298 (SEQ ID NO:298). 
Figure 300 (SEQ ID NO: 300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID NO:304). Figure 306 (SEQ 
ID NO:306). Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310). Figure 312 (SEQ ID NO:312). 
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Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ ID NO:318). Figure 320 (SEQ 
ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 326 (SEQ ID NO:326), 
Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330), Figure 332 (SEQ ID NO:332). Figure 334 (SEQ 
ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), Figure 340 (SEQ ID NO:340), 
Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID NO:346), Figure 348 (SEQ 
5 ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 354 (SEQ ID NO:354), 
Figure 356 (SEQ ID NO:356). Figure 358 (SEQ ID NO:358). Figure 360 (SEQ ID NO:360). Figure 362 (SEQ 
ID NO:362). Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), Figure 368 (SEQ ID NO:368), 
Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID NO:374), Figure 376 (SEQ 
ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 382 (SEQ ID NO:382), 

10 Figure 384 (SEQ ID NO:384). Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID NO:388), Figure 390 (SEQ 
ID NO:390), Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394), Figure 396 (SEQ ID NO:396), 
Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID NO:402), Figure 404 (SEQ 
ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 410 (SEQ ID NO:410), 
Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID NO:416), Figure 418 (SEQ 

15 ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 424 (SEQ ID NO:424), 
Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID NO:430), Figure 432 (SEQ 
ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 438 (SEQ ID NO:438), 
Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID NO:444). Figure 446 (SEQ 
ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), Figure 452 (SEQ ID NO:452), 

20 Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID NO:458), Figure 460 (SEQ 
ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 466 (SEQ ID NO:466). 
Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID NO:472), Figure 474 (SEQ 
ID NO:474), Figure 476 (SEQ ID NO:476). Figure 478 (SEQ ID NO:478), Figure 480 (SEQ ID NO:480), 
Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID NO:486), Figure 488 (SEQ 

25 - ID NO:488). Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 494 (SEQ ID NO:494), 
Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID NO:500), Figure 502 (SEQ 
ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 508 (SEQ ID NO:508), 
Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512). Figure 514 (SEQ ID NO:514), Figure 516 (SEQ 
ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 522 (SEQ ID NO:522), 

30 Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID NO:528), Figure 530 (SEQ 
ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 536 (SEQ ID NO:536), 
Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID NO:542), Figure 544 (SEQ 
ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or Figure 550 (SEQ ID NO:550), 
lacking its associated signal peptide; 

35 (b) an amino acid sequence of an extracellular domain of the polypeptide shown in Figure 2 (SEQ 

ID NO:2), Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID 
NO: 10), Figure 12 (SEQ ID NO:12). Figure 14 (SEQ ID NO: 14). Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ 
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ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24). Figure 26 
(SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32). Figure 
34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), 
Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46). Figure 48 (SEQ ID 
NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 (SEQ 
5 ID NO:56). Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 
(SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68). Figure 70 (SEQ ID NO:70), Figure 
72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), 
Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID 
NO:86), Figure 88 (SEQ ID NO:88). Figure 90 (SEQ ID NO:90). Figure 92 (SEQ ID Np:92), Figure 94 (SEQ 

10 ID NO:94), Figure 96 (SEQ ID NO:96). Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), Figure 
102 (SEQ ID NO:102), Figure 104 (SEQ ID NO:104), Figure 106 (SEQ ID NO:106), Figure 108 (SEQ ID 
NO: 108), Figure 110 (SEQ ID NO: 110), Figure 1 12 (SEQ ID NO: 1 12), Figure 114 (SEQ ID NO:.114). Figure 
116 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ ID 
NO: 122), Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), Figure 

15 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID 
NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), Figure 
144 (SEQ ID NO:144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO:148), Figure 150 (SEQ ID 
NO: 150), Figure 152 (SEQ ID NO: 152), Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO: 156), Figure 
158 (SEQ ID NO:158), Figure 160 (SEQ ID NO: 160). Figure 162 (SEQ ID NO:162), Figure 164 (SEQ ID 

20 NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), Figure 
172 (SEQ ID NO:172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO:176), Figure 178 (SEQ ID 
NO: 178), Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ ID 
NO: 192), Figure 194 (SEQ ID NO: 194). Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198), Figure 

25 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204). Figure 206 (SEQ ID 
NO:206), Figure 208 (SEQ ID NO:208). Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 
214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), Figure 
228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232). Figure 234 (SEQ ID 

30 NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQId N0:238), Figure 240 (SEQ ID NOr240), Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 
NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 
. 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 
NO:262), Figure 264 (SEQ ID NO:264). Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID Np:268). Figure 

35 270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). Figure 
284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 . (SEQ ID 
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NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294). Figure 296 (SEQ ID NO:296), Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300). Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID 
NO:304). Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310), Figure 
312 (SEQ ID NO:312). Figure 314 (SEQ ID NG:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ ID 
NO:318), Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 
5 326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330), Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338). Figure 
340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID 
NO:346). Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 
354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID 

10 ^ NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), Figure 
368 (SEQ ID NO:368). Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ ID 
NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 
NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 

15 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402), Figure 404 (SEQ ID NO:404). Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 
410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID 
NO:4 16), Figure 418 (SEQ ID NO:418). Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 
424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 

20 NO:430), Figure 432 (SEQ ID NO:432). Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID 
NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), Figure 
452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID 
NO:458), Figure 460 (SEQ ID NO:460). Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 

25 466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID 
NO:472), Figure 474 (SEQ ID NO:474). Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 
480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 
494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID 

30 NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506). Figure 
508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 
NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522). Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID 
NO:528). Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 

35 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID 
NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550.(SEQ ID NO:550), with its associated signal peptide; or 



253 



BNSDOCID: <WO G i d0466A2J _> 



wo 01/40466 



PCT/USOO/32678 



(c) an amino acid sequence of an extracellular domain of the polypeptide shown in Figure 2 (SEQ 
ID N0:2). Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID 
NO: 10), Figure 12 (SEQ ID NO: 12). Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ 
ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 26 
(SEQ ID NO:26), Figure 28 (SEQ ID NO:28). Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32). Figure 
5 34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40). 
Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID 
NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52). Figure 54 (SEQ ID NO:54), Figure 56 (SEQ 
ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 
(SEQ ID NO:64). Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), Figure 

10 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), 
Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID 
NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ 
ID NO:94), Figure 96 (SEQ ID NO:96). Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100). Figure 
102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ ID 

15 NO: 108). Figure 1 10 (SEQ ID NO: 1 10). Figure 1 1 2 (SEQ ID NO: 1 12), Figure 1 14 (SEQ ID NO: 1 14). Figure 
116 (SEQ ID NO: 116). Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO:120), Figure 122 (SEQ ID 
NO: 122), Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126). Figure 128 (SEQ ID NO: 128), Figure 
130 (SEQ ID NO: 130). Figure 132 (SEQ ID NO: 132). Figure 134 (SEQ ID NO:134), Figure 136 (SEQ ID 
NO: 136), Figure 138 (SEQ ID NO: 138). Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), Figure 

20 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ ID 
NO:150). Figure 152 (SEQ ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), Figure 
158 (SEQ ID NO: 158), Figure 160 (SEQ ID NO: 160). Figure 162 (SEQ ID NO:162), Figure 164 (SEQ ID 
NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), Figure 
172 (SEQ ID NO:172). Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO:176), Figure 178 (SEQ ID 

25 NO: 178). Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO:186). Figure 188 (SEQ ID NO: 188). Figure 190 (SEQ ID NO:190), Figure 192 (SEQ ID 
NO: 192), Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196). Figure 198 (SEQ ID NO: 198), Figure 
200 (SEQ ID NO:200). Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID 
NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:2 12), Figure 

30 214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216). Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220), Figure 222 (SEQ ID NO:222). Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226). Figure 
228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232). Figure 234 (SEQ ID 
NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 

35 NO:248). Figure 250 (SEQ ID NO:250). Figure 252 (SEQ ID NO:252). Figure 254 (SEQ ID NO:254). Figure 
256 (SEQ ID NO:256). Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 
NO:262). Figure 264 (SEQ ID NO:264). Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268). Figure 
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270 (SEQ ID NO:270). Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). Figure 
284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288). Figure 290 (SEQ ID 
NO:290), Figure 292 (SEQ ID NO;292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300). Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID 
5 NO:304). Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310). Figure 
312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:3I4). Figure 316 (SEQ ID NO:316). Figure 318 (SEQ ID 
NO:318), Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 
326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330), Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), Figure 

10 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID 
NO:346), Figure 348 (SEQ ID NO:348). Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 
354 (SEQ ID NO:354). Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358). Figure 360 (SEQ ID 
NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), Figure 
368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID 

15 NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 
NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394), Figure 
396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398). Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402). Figure 404 (SEQ ID N(>:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 

20 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414). Figure 416 (SEQ ID 
NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 
424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 
NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID 

25 NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), Figure 
452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454). Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID 
NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 
466 (SEQ ID NO:466). Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID 
NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 

30 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484). Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 
494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID 
NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506). Figure 
508 (SEQ ID NO:508). Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 

35 : NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524). Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID 
NO:528). Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 
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536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540). Figure 542 (SEQ ID 
NO:542). Figure 544 (SEQ ID NO:544). Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), lacking its associated signal peptide. 

21 . A method of detecting a PRO1801 polypeptide in a sample suspected of containing a PRO1801 
5 polypeptide, said method comprising contacting said sample with a PR011I4 or PR04978 polypeptide and 

determining the formation of a PRO1801/PRO1 1 14 or PRO1801/PRO4978 polypeptide conjugate in said sample, 
wherein the formation of said conjugate is indicative of the presence of a PRO 1801 polypeptide in said sample. 

22. The method according to Claim 21. wherein said sample comprises cells suspected of 
10 expressing said PRO 1801 polypeptide. 

23 . The method according to Claim 2 1 , wherein said PRO 1 1 14 or PR04978 polypeptide is labeled 
with a detectable label. 

15 24 . The method according to Claim 2 1 , wherein said PRO 11 1 4 or PR04978 polypeptide is attached 

to a solid support. 

25 . A method of detecting a PRO 1 11 4 or PR04978 polypeptide in a sample suspected of containing 
a PROIIH or PR04978 polypeptide, said method comprising contacting said sample with a PRO 1801 

20 polypeptide and determining the formation of a PRO1801/PRO1 1 14 or PRO1801/PRO4978 polypeptide 
conjugate in said sample, wherein the formation of said conjugate is indicative of the presence of a PROl 1 14 
or PR04978 polypeptide in said sample. 

26. The method according to Claim 25, wherein said sample comprises cells suspected of 
25 expressing said PROl 114 or PR04978 polypeptide. 

27. The method according to Claim 25, wherein said PRO1801 polypeptide is labeled with a 
detectable label. 

30 28. The method according to Claim 25, wherein said PROl 801 polypeptide is attached to a solid 

support. 

29. A method of linking a bioaciive molecule to a cell expressing a PROl 801 polypeptide, said 
method comprising contacting said cell with a PROl 1 14 or PR04978 polypeptide that is bound to said bioactive 
35 molecule and allowing said PRO1801 and said PROl 114 or PR04978 polypeptides to bind to one another, 
thereby linking said bioactive molecules to said cell. 
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30. The method according to Claim 29, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 



31. The method according to Claim 29, wherein said bioactive molecule causes the death of said 

cell. 

5 

32. A method of linking a bioactive molecule to a cell expressing a PR01114 or PR04978 
polypeptide, said method comprising contacting said cell with a PRO 1801 polypeptide that is bound to said 
bioactive molecule and allowing said PRO 1801 and said PR01114 or PR04978 polypeptides to bind to one 
another, thereby linking said bioactive molecules to said cell. 

10 

33. The method according to Claim 32, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

34. The method according to Claim 32. wherein said bioactive molecule causes the death of said 

15 cell. 

35. A method of modulating at least one biological activity of a cell expressing a PRO 1801 
polypeptide, said method comprising contacting said cell with a PROl 114 or PR04978 polypeptide or an anti- 
PRO1801 polypeptide antibody, whereby said PROl 1 14 or PR04978 polypeptide or ami -PRO 1801 polypeptide 

20 antibody binds to said PROl 801 poly|>eptide, thereby modulating at least one biological activity of said cell. 

36. The method according to Claim 35, wherein said cell is killed. 

37. A method of modulating at least one biological activity of a cell expressing a PROl 114 or 
25 PR04978 polypeptide, said method comprising contacting said cell with a PRO 1801 polypeptide or an anti- 

PROl 1 14 or anti-PR04978 polypeptide antibody, whereby said PRO1801 polypeptide or anti-PROl 1 14 or anti- 
PR04978 polypeptide antibody binds to said PROl 1 14 or PR04978 polypeptide, thereby modulating at least 
one biological activity of said cell. 

30 38. The method according to Claim 37, wherein said cell is killed. 

39. A method of detecting a PROl 1 14 polypeptide in a sample suspected of containing a PRO 1114 
polypeptide, said method comprising contacting said sample with a PROlOO polypeptide and determining the 
formation of a PROIOO/PROI 1 14 polypeptide conjugate in said sample, wherein the formation of said conjugate 
35 is indicative of the presence of a PROl 114 polypeptide in said sample. 
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40. The method according to Claim 39, wherein said sample comprises cells suspected of 
expressing said PR01114 polypeptide. 

The method according to Claim 39. wherein said PRO 100 polypeptide is labeled with a 
The method according to Claim 39, wherein said PRO 100 polypeptide is attached to a solid 

43. A method of detecting a PRO 100 polypeptide in a sample suspected of containing a PRO 100 
10 polypeptide, said method comprising contacting said sample with a PROl 1 14 polypeptide and determining the 

formation of a PROIOO/PROI 1 14 polypeptide conjugate in said sample, wherein the formation of said conjugate 
is indicative of the presence of a PROlOO polypeptide in said sample. 

44. The method according to Claim 43, wherein said sample comprises cells suspected of 
15 expressing said PROlOO polypeptide. 

45. The method according to Claim 43, wherein said PROl 114 polypeptide is labeled with a 
detectable label. 

20 46. The method according to Claim 43, wherein said PROl 114 polypeptide is attached to a solid 

support. 

47. A method of linking a bioactive molecule to a cell expressing a PROlOO polypeptide, said 
method comprising contacting said cell with a PROl 1 14 polypeptide that is bound to said bioactive molecule and 
25 allowing said PROlOO and said PROl 114 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 

The method according to Claim 47, wherein said bioactive molecule is a toxin, a radiolabel 

The method according to Claim 47, wherein said bioactive molecule causes the death of said 

50. A method of linking a bioactive molecule to a cell expressing a PROl 1 14 polypeptide, said 
35 method comprising contacting said cell with a PROlOO polypeptide that is bound to said bioactive molecule and 
allowing said PROlOO and said PROl 114 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 
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30 

49. 

cell. 



wo 01/40466 PCTAJSOO/32678 

51.- The method according to Claim 50, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 



52. The method according to Claim 50, wherein said bioactive molecule causes the death of said 

cell. 

5 

53. A method of modulating at least one biological activity of a cell expressing a PRO 100 
polypeptide, said method comprising contacting said cell with a PR01114 polypeptide or an anti-PROlOO 
polypeptide antibody, whereby said PR01114 polypeptide or anti-PROlOO polypeptide antibody binds to said 
PROlOO polypeptide, thereby modulating at least one biological activity of said cell. 

10 

54. The method according to Claim 53, wherein said cell is killed. 

55. A method of modulating at least one biological activity of a cell expressing a PR01114 
polypeptide, said method comprising contacting said cell with a PROlOO polypeptide or an anti-PR01114 

15 polypeptide antibody, whereby said PROlOO polypeptide or anti-PROl 1 14 polypeptide antibody binds to said 
PROl 1 14 polypeptide, thereby modulating at least one biological activity of said cell. 

56. The method according to Claim 55, wherein said cell is killed. 

20 57. A method for stimulating the release of TNF-a from human blood, said method comprising 

contacting said blood with a PR0195, PRO202, PR0215, PR0221, PR0217, PR0222, PR0198. PR0245, 
PR0172, PR0265, PR0266, PR0344, PR0337, PR0322, PRO 1286. PR01279, PR01338 or PR01343 
polypeptide, wherein the release of TNF-a from said blood is stimulated. 

25 58. A method for modulating the uptake of glucose or FFA by skeletal muscle cells, said method 

comprising contacting said cells with a PR0182. PR0366, PR0198, PR0172 or PR0719 polypeptide, wherein 
the uptake of glucose or FFA by said cells is modulated. 

59. A method for stimulating the proliferation or differentiation of chondrocyte cells, said method 
30 comprising contacting said cells with a PR0182, PR0366, PRO 198, PROl 868, PRO202, PR0224, PR0172, 

PRO301 or PR01312 polypeptide, wherein the proliferation or differentiation of said cells is stimulated. 

60. A method for modulating the uptake of glucose or FFA by adipocyte cells, said method 
comprising contacting said cells with a PRO202. PR0211, PR0344 or PR01338 polypeptide, wherein the 

35 uptake of glucose or FFA by said cells is modulated. 
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61 . A method for stimulating the proliferation of or gene expression in pericyte cells, said method 
comprising contacting said cells with a PR0366 polypeptide, wherein the proliferation of or gene expression in 
said cells is stimulated. 

62. A method for stimulating the release of proteoglycans from cartilage, said method comprising 
5 contacting said cartilage with a PR0216 polypeptide, wherein the release of proteoglycans from said cartilage 

is stimulated. 

63. A method for stimulating the proliferation of inner ear utricular supporting cells, said method 
comprising contacting said cells with a PR0172 polypeptide, wherein the proliferation of said cells is stimulated. 

10 

64. A method for stimulating the proliferation of T-lymphocyte cells, said method comprising 
contacting said cells with a PR0344 polypeptide, wherein the proliferation of said cells is stimulated. 

65. A method for stimulating the release of a cytokine from PBMC cells, said method comprising 
15 contacting said cells with a PR0526 or PRO 1343 polypeptide, wherein the release of a cytokine from said cells 

is stimulated. 

66. A method for inhibiting the binding of A-peptide to factor VIIA, said method comprising 
contacting a composition comprising said A-peptide and said factor VIIA with a PRO 182 polypeptide, wherein 

20 the binding of said A-peptide to said factor VIIA is inhibited. 

67. A method for inhibiting the differentiation of adipocyte cells, said method comprising 
contacting said cells with a PR0185 or PR0198 polypeptide, wherein the differentiation of said cells is inhibited. 

25 68. A method for stimulating the proliferation of endothelial cells, said method comprising 

contacting said cells with a PR0222 polypeptide, wherein the proliferation of said cells is inhibited. 

69. A method for detecting the presence of tumor in an mammal, said method comprising 
comparing the level of expression of any PRO polypeptide shown in Table 8 in (a) a test sarnple of cells taken 

30 from said mammal and (b) a control sample of normal cells of the same cell type, wherein a higher level of 
expression of said PRO polypeptide in the test sample as compared to the control sample is indicative of the 
presence of tumor in said mammal . 

70. The method of Claim 69, wherein said tumor is lung tumor, colon tumor, breast tumor, 
35 prostate tumor, rectal tumor, cervical tumor or liver tumor. 
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7L An oligonucleotide probe derived from any of the nucleotide sequences shown in 
accompanying figures. 
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FIGURE 1 

GTTACTCGGTGGTGGCGGAGTCTACGGAAGCCGTTTTCGCTTCACTTTTCCTGGCTGTAGAGC 
GCTTTCCCCCTGGCGGGTGAGAGTGCAGAGACGAAGGTGCGAGATGAGCACTATGTTCGCGGA 
CACTCTCCTCATCGTTTTTATCTCTGTGTGCACGGCTCTGCTCGCAGAGGGCATAACCTGGGT 
CCTGGTTTACAGGACAGACAAGTACAAGAGACTGAAGGCAGAAGTGGAAAAACAGAGTAAAAA 
ATTGGAAAAGAAGAAGGAAACAATAACAGAGTCAGCTGGTCGACAACAGAAAAAGAAAATAGA 
GAGACAAGAAGAGAAACTGAAGAATAACAACAGAGATCTATCAATGGTTCGAATGAAATCCAT 
GTTTGCTATTGGCTTTTGTTTTACTGCCCTAATGGGAATGTTCAATTCCATATTTGATGGTAG 
AGTGGTGGCAAAGCTTCCTTTTACCCCTCTTTCTTACATCCAAGGACTGTCTCATCGAAATCT 
GCTGGGAGATGACACCACAGACTGTTCCTTCATTTTCCTGTATATTCTCTGTACTATGTCGAT 
TCGACAG7y\CATTCAGAAGATTCTCGGCCTTGCCCCTTCACGAGCCGCCACCAAGCAGGCAGG 
TGGATTTCTTGGCCCACCACCTCCTTCTGGGAAGTTCTCT TGAA CTCAAGAACTCTTTATTTT 
CTATCATTCTTTCTAGACACACACACATCAGACTGGCAACTGTTTTGTAGCAAGAGCCATAGG 
TAGCCTTACTACTTGGGCCTCTTTCTAGTTTTGAATTATTTCTAAGCCTTTTGGGTATGATTA 
GAGTGAAAATGGCAGCCAGCAAACTTGATAGTGCTTTTGGTCCTAGATGATTTTTATCAAATA 
AGTGGATTGATTAGTTAAGTTCAGGTAATGTTTATGTAATGAAAAACAAATAGCATCCTTCTT 
GTTTCATTTACATAAGTATTTTCTGTGGGACCGACTCTCAAGGCACTGTGTATGCCCTGCAAG 
TTGGCTGTCTATGAGCATTTAGAGATTTAGAAGAAAAATTTAGTTTGTTTAACCCTTGTAACT 
GTTTGTTTTGTTGTTGTTTTTTTTTCAAGCCAAATACATGACATAAGATCAATAAAGAGGCCA 
AATTTTTAGCTGTTTTATGTACAAGGAGAGATCTGTTTCATTTTGTTTTGCCGTATTTCTAGA 
TATAAGTTTTAGCATGGGCCAGGAAGGACTAAAATAAAAGTTTTTAAGGTACAAAAAAAAAAA 
AAAA 
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FIGURE 2 

MSTMFADTLLIVFISVCTALLAEGITWVLVYRTDKYKRLKAEVEKQSKKLEKKKETITESAGR 
QQKKKIERQEEKLKNNNRDLSMVRMKSMFAIGFCFTALMGMENSIFDGRVVAKLPFTPLSYIQ 
GLSHRNLLGDDTTDCSFIFLYILCTMSIRQNIQKILGLAPSRAATKQAGGFLGPPPPSGKFS 

Impor'tanl: f ea1:ures : 
Signal pep1:xde : 

amino acids 1-22 

N-myristoylation s±t:es.. 

amino acids 103-109, 163-169 

cAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids 53-57 
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FIGURE 3 

AGCCGGGGGCGGGTTTGAAGACGCGTCGTTGGGTTTTGGAGGCCGTGAAACAGCCGTTTGAGT 

TTGGCTGCGGGTGGAGAACGTTTGTCAGGGGCCCGGCCAAGAAGGAGGCCCGCCTG.TTACGAT 

GGTGTCCATGAGTTTCAAGCGGAACCGCAGTGACCGGTTCTACAGCACCCGGTGCTGCGGCTG 

TTGCCATGTCCGCACCGGGACGATCATCCTGGGGACCTGGTACATGGTAGTAAACCTATTGAT 

GGCAATTTTGCTGACTGTGGAAGTGACTCATCCAAACTCCATGCCAGCTGTCAACATTCAGTA 

TGAAGTCATCGGTAATTACTATTCGTCTGAGAGAATGGCTGATAATGCCTGTGTTCTTTTTGC 

CGTCTCTGTTCTTATGTTTATAATCAGTTCAATGCTGGTTTATGGAGCAATTTCTTATCAAGT 

GGGTTGGCTGATTCCATTCTTCTGTTACCGACTTTTTGACTTCGTCCTCAGTTGCCTGGTTGC 

TATTAGTTCTCTCACCTATTTGCCAAGAATCAAAGAATATCTGGATCAACTACCTGATTTTCC 

CTACAAAGATGACCTCCTGGCCTTGGACTCCAGCTGCCTCCTGTTCATTGTTCTTGTGTTCTT 

TGCCTTATTCATCATTTTTAAGGCTTATCTAATTAACTGTGTTTGGAACTGCTATAAATACAT* 

CAACAACCGAAACGTGCCGGAGATTGCTGTGTACCCTGCCTTTGAAAGCACCTCCTCAGTACG 

TTTTGCCAACCTATGAAATGGCCGTGAAAATGCCTGAAAAAGAACCACCACCTCCTTACTTAC 

CTGCCTGAAGAAATTCTGCCTTTGACAATAAATCCTATACCAGCTTTTTGTTTGTTTATGTTA 

CAGAATGCTGC/y^TTCAGGGCTCTTCAAACTTGTTTGATATAAAATATGTTGTCTTTTGTTTA 

AGCATTTATTTTCAAACACTAAGGAGCTTTTTGACATCTGTTAAACGTCTTTTTGTTTTTTTG 

TTAAGTCTTTTACATTTT7VATAGTTTTTGAAGACAATCTAGGTTAAGCAAGAGCAAAGTGCCA 

TTGTTTGCCTTTAATTGGGGGGTGGGAAGGGAAAGAGGGTACTTGCCACATAGTTTCCTTTTT 

AACTGCACTTTCTTTATATAATCGTTTGCATTTTGTTACTTGCTACCCTGAGTACTTTCAGGA 

AGACTGACTTAAATATTCGGGGTGAGTAAGTAGTTGGGTATAAGATCTGAACTTTTCATCTGC 

AGAGGCAAGAAAAATATTTGACATTGTGACTTGACTGTGGAAGATGATGGTTGCATGTTTCTA 

GTTTGTATATGTTTCCATCTTTGTGATAAGATGATTTAATAAATCTCTTTAAATACTAAAAAA 

AAAAAAAAA 
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FIGURE 4 

MVSMSFKRNRSDRFYSTRCCGCCHVRTGTIILGTWYMVVNLLMAILLTVEVTHPNSiyiPAVNIQ 
YEVIGNYYSSERMADNACVLFAVSVLMFIISSMLVYGAISYQVGWLIPFFCYRLFDFVLSCLV 
AISSLTYLPRIKEYLDQLPDFPYKDDLLALDSSCLLFIVLVFFALFIIFKAYLINCVWNCYKY 
INNRNVPEIAVYPAFESTSSVRFANL 

Xmporiian't £eai:ures of ^he proi:e±n: 

Transmembrane dozaaln (Possible "type XX 'transmembrane pro'bein) : 

amino acids 30-49, 81-100, 111-131, 158-175 

N-glycosylation site. 

amino acids 9-13 

Tyrosine kinase phosphorylation sit:es. 

amino acids 8-16, 193-202 • 

N-myristoylation site. 

amino acids 68-74 
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FIGURE 5 

CCCGCTGGCCCGTCAGTGCTCTCCCCGTCGTTTGCCCTCTCCAGTTCCCCCAGTGCCTGCCCT 
ACGCACCCCG ATG GCGGAGCTGCGGCCTAGCGGCGCCCCCGGCCCCACCGCGCCCCCGGCCCC 
TGGCCCGACTGCCCCCCCGGCCTTCGCTTCGCTCTTTCCCCCGGGACTGCACGCCATCTACGG 
AGAGTGCCGCCGCCTTTACCCTGACCAGCCGAACCCGCTCCAGGTTACCGCTATCGTCAAGTA 
CTGGTTGGGTGGCCCAGACCCCTTGGACTATGTTAGCATGTACAGGAATGTGGGGAGCCCTTC 
TGCTAACATCCCCGAGCACTGGCACTACATCAGCTTCGGCCTGAGTGATCTCTATGGTGACAA 
CAGAGTCCATGAGTTTACAGGAACAGATGGACCTAGTGGTTTTGGCTTTGAGTTGACCTTTCG 
TCTGAAGAGAGAAACTGGGGAGTCTGCCCCACCAACATGGCCCGCAGAGTTAATGCAGGGCTT 
GGCACGATACGTGTTCCAGTCAGAGAACACCTTCTGCAGTGGGGACCATGTGTCCTGGCACAG 
CCCTTTGGATAACAGTGAGTCAAGAATTCAGCACATGCTGCTGACAGAGGACCCACAGATGCA 
GCCCGTGCAGACACCCTTTGGGGTAGTTACCTTCCTCCAGATCGTTGGTGTCTGCACTGAAGA 
GCTACACTCAGCCCAGCAGTGGAACGGGCAGGGCATCCTGGAGCTGCTGCGGACAGTGCCTAT 
TGCTGGCGGCCCCTGGCTGATAACTGACATGCGGAGGGGAGAGACCATATTTGAGATCGATCC 
ACACCTGCAAGAGAGAGTTGACAAAGGCATCGAGACAGATGGCTCCAACCTGAGTGGTGTCAG 
TGCCAAGTGTGCCTGGGATGACCTGAGCCGGCCCCCCGAGGATGACGAGGACAGCCGGAGCAT 
CTGCATCGGCACACAGCCCCGGCGACTCTCTGGCAAAGACACAGAGCAGATCCGGGAGACCCT 
GAGGAGAGGACTCGAGATCAACAGCAAACCTGTCCTTCCACCAATCAACCCTCAGCGGCAGAA 
TGGCCTCGCCCACGACCGGGCCCCGAGCCGCAAAGACAGCCTGGAAAGTGACAGCTCCACGGC 
CATCATTCCCCATGAGCTGATTCGCACGCGGCAGCTTGAGAGCGTACATCTGAAATTCAACCA 
GGAGTCCGGAGCCCTCATTCCTCTCTGCCTAAGGGGCAGGCTCCTGCATGGACGGCACTTTAC 
ATATAAAAGTATCACAGGTGACATGGCCATCACGTTTGTCTCCACGGGAGTGGAAGGCGCCTT 
TGCCACTGAGGAGCATCCTTACGCGGCTCATGGACCCTGGTTACAACTCTGAACCTATCCTCG 
GAGCTCTGCCCTCCCGTCCTGG/^CGTCTTTCTGCCCTGAGGAGAGGGTAGTCAGCATCTCCA 
ATTTTCAGCAGCTCAAGTVACCTTGGCCCCCACAGGACTTCGCAGATGTCACATTGCCCCTCAG 
TCCCCTGAATGCCCTTCGGACCCAACCCCAATTCCCCAAGCCCCTGACCCCCTAGCTGCCGGG 
GTTCCCACTCCCAGTGCCAC7VACCCCCTCACCTCCCCTGGCAGCCCCTCAGCGAGCCTGAGGC 
CCAGCACCCGCTGGCTCCCCAGCACATGGTCCCCTCCCATGGGCTGTTGCCCAGGGAACCGGG 
GCGCGGTGGGAACGAGCTGCTGGCCTCGGCATGTTTCAATAAAGTTGCTGTGCTGGGAG 
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FIGURE 6 

MAELRPSGAPGPTAPPAPGPTAPPAFASLFPPGLHAIYGECRRLYPDQPNPLQVTAIVKYWLG 
GPDPLDYVSMYRNVGSPSANIPEHWHYISFGLSDLYGDNRVHEFTGTDGPSGFGFELTFRLKR 
ETGESAPPTWPAELMQGLARYVFQSENTFCSGDHVSWHSPLDNSESRIQHMLLTEDPQMQPVQ 
TPFGVVTFLQIVGVCTEELHSAQQWNGQGILELLRTVPIAGGPWLITDMRRGETIFEIDPHLQ 
ERVDKGIETDGSNLSGVSAKCAWDDLSRPPEDDEDSRSICIGTQPRRLSGKDTEQIRETLRRG 
LEINSKPVLPPINPQRQNGLAHDRAPSRKDSLESDSSTAIIPHELIRTRQLESVHLKFNQESG 
ALIPLCLRGRLLHGRHFTYKSITGDMAITFVSTGVEGAFATEEHPYAAHGPWLQL 

Iinport:ant: f ea'bures : 
N-glycosylation site. 

amino acids 265-268 
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FIGURE 7 

CGCGAATGAAGTTTGCATTTTCCTCTGTTCTTGAGCCCAGCTTCTTCTCGTCTCCCACCC'CAG 
CTTCCCGGCATTGGAAGAAGGGACCGTCCTCTTCCTTGTCTTGGCCACCCAAATCCTGGTATC 
GAAAGGGTTGAACGGACCGGAAGTGTGCAGCAGCGACGGGTCCCCAGCTAATCGACGCCGGAA 
GTAGCAATTACTAGACAAGCATTCCGCCGCCGGCTTCGCTATGGCGGCAATTCCCCCAGATTC 
CTGGCAGCCACCCAACGTTTACTTGGAGACCAGCATGGGAATCATTGTGCTGGAGCTGTACTG 
GAAGCATGCTCCAAAGACCTGTAAGAACTTTGCTGAGTTGGCTCGTCGAGGTTACTACAATGG 
CACAAAATTCCACAGAATTATCAAAGACTTCATGATCCAAGGAGGTGACCCAACAGGGACAGG 
TCGAGGTGGTGCATCTATCTATGGCAAAC7\ATTTGAAGATG7U\CTTCATCCAGACTTGAAATT 
CACGGGGGCTGGAAT.TCTCGCAATGGCCAATGCGGGGCCAGATACCAATGGCAGCCAGTTCTT 
TGTGACCCTCGCCCCCACCCAGTGGCTTGACGGCAAACACACCATTTTTGGCCGAGTGTGTCA 
GGGCATAGGAATGGTGAATCGCGTGGGAATGGTAGATVACAAACTCCCAGGACCGCCCTGTGGA 
CGACGTGAAGATCATT7\AGGCATACCCTTCTGGGTAGACTTGCTACCCTCTTGAGCAGCTCTT 
CTGAGATGGCCCCAGTGAACCAGCTTCTAGATGACATAGAATGACATGTAATGCTAAATTTCA 
TTTTGGCTTTGCAAGTCATGAAGCTTAGGAGGCCTGGCATCTTGGGTGAGTTAGAGATGGAAG 
TACATTTTAATAGGATGCTTCTTTTCTCTTCCCCCAGTGCCTAGGTTGCCAGAGCATTTGCAC 
AAATGCCCCTGTTTATCAATAGGTGACTACTTACTACACATGAACCATAATGCTGCTTCTTGT 
GCATGTCTGCTCTGATATACGTCGAACAATGTAGCAGCCACTGTCATTTCTCAGTGGTTTTGC 
CTAACCAAACTTCTTCCTAAGGAGATTTATATTCTGGCCTACACAGCAGTCCTTGATGGCTGA 
CAGCCACAGAATTCCAAACCAAGTAGTGTCTGTCAGCCCTCTTAACTCTGTGCACGCCCTATT 
TCAGTCTTTTACATTTGTTCTTCTAGGGAATGTATGCATCTCTATATATATTTTCCCTCTCAA 
AACCAGAACATCAACAGTGCTGTTTCTGACACTTCAGACATCCCACGCAAAGCCACATTGAAT 
TTTTGCCAAATGAAAAACACATCCTU^CAATCAAGTTTCTAAGAAGGTGTCAAGTGGGGAATAA 
TAATAATGTATAATAATCAAGAAATTAGTTTATTAAAAGGAAGCAGAAGCATTGACCATTTTT 
TCCCAGAGAAGAGGAGAAATCTGTAGTGAGCAAAGGACAGACCATGAATCCTCCTTGAGAAGT 
AGTACTCTCAGAAAGGAGAAGCGCCACTCAAGTTCTTTTAACCCAAGACTTTAGAGAAATTAG 
GTCCAAGATTTTTATATGTTCAGTTGTTTATGTATAAAAATAACTTTCTGGATTTTGTGGGGA 
GGAGCAGGAGAGGAAGGAAGTTAATACCTATGTAATACATAGAAACTTCCACAATAAT^TGCC 
ATTGATGGTTAAAAAAAAAAAAAAAAAAA 
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FIGURE 8 

MAAIPPDSWQPPNVYLETSMGIIVLELYWKHAPKTCKNFAELARRGYYNGTKFHRIIKDFMIQ 
GGDPTGTGRGGASIYGKQFEDELHPDLKFTGAGILAMANAGPDTNGSQFFVTLAPTQWLDGKH 
TIFGRVCQGIGMVNRVGMVETNSQDRPVDDVKIIKAYPSG 

Impor 'tan^ features : 
N-glycosylation sites ; 

amino acids 49-52, 108-111 

N-myristoylation sites : 

amino acids 64-69, 69-74, 143-148 

Cyclophilin-type peptidyl -prolyl cis-trans isomerase signature: 

amino acids 4 8-65 
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.■ FIGURE 9 

CGGACGCGTGGGCGCGCGCGAGCGGAGCGGTGGGAGGCGGCGACCAGCCGGTTGAGGCCCCAG 

GCTTGGCCTCACCACAATGTGGCACGAGGCTCGGAAGCATGAGCGGAAGCTTCGAGGCATGAT 

GGTCGACTACAAGAAGAGGGCGGAGCGGAGACGGGAGTATTATGAAAAGATCAAGAAGGACCC 

AGCCCAGTTCCTGCAGGTACATGGCCGAGCTTGCAAGGTGCACCTGGATTCTGCAGTCGCCCT 

GGCCGCTGAGAGCCCTGTTAATATGATGCCCTGGCAGGGGGACACCAACAACATGATTGACCG 

ATTCGATGTCCGTGCCCACCTGGACCACATCCCCGACTACACCCCCCCTCTGCTCACCACCAT 

CTCCCCAGAACAGGAGTCGGACGAACGGAAGTGTAACTACGAGCGCTACAGAGGCCTGGTGCA 

GAACGACTTTGCCGGCATCTCAGAGGAGCAGTGCCTGTACCAGATCTACATTGATGAGTTGTA 

CGGAGGCCTCCAGAGACCCAGCGAAGATGAGAAGAAGAAGCTGGCAGAGAAGAAGGCTTCCAT 

CGGTTATACCTACGAGGACAGCACGGTGGCCGAGGTAGAGAAGGCGGCAGAAAAGCCAGAGGA 

GGAGGAGTCAGCGGCCGAGGAGGAGAGCAACTCGGACGAAGATGAGGTCATCCCCGACATCGA 

CGTGGAGGTGGACGTGGATGAATTGAACCAGGAGCAGGTGGCAGATCTCAACAAACAGGCCAC 

GACTTATGGCATGGCCGACGGTGACTTCGTCAGGATGCTCCGGAAAGACAAGGAGGAGGCAGA 

GGCCATCAAGCATGCCAAGGCTCTTGAGGAGGAGAAGGCCATGTACTCGGGACGCCGCTCTCG 

ACGCCAGCGGAGAGAGTTTCGGGAGAAGCGGCTGAGGGGTCGCAAGATCAGCCCACCCAGCTA 

TGCCCGCCGAGACAGCCCCACCTATGACCCCTATAAGCGGTCACCCTCGGAGTCCAGCTCAGA 

GTCCCGCTCCCGCTCCCGCTCCCCGACCCCGGGCCGCGAGGAGAAGATCACGTTCATCACCAG 

TTTTGGGGGCAGCGATGAGGAGGCAGCCGCAGCCGCTGCTGCCGCAGCAGCATCAGGAGTCAC 

CACAGGGAAGCCCCCCGCACCTCCCCAGCCTGGCGGCCCCGCCCCGGGACGTAATGCCAGCGC 

CCGCCGCCGCTCCTCCTCCTCCTCCTCCTCCTCTTCTGCCTCGAGGACCTCCAGCTCCCGCTC 

CAGCTCTCGCTCCAGCTCCCGCTCTCGCCGTGGTGGGGGCTACTACCGTTCCGGCCGCCACGC 

CCGCTCCCGGTCCCGCTCCTGGTCCCGCTCCCGCTCCCGCTCCCGGCGCTATTCCCGGTCCCG 

TAGCCGTGGCCGGCGGCACTCAGGTGGGGGCTCCCGAGACGGACACCGGTACTCCCGCTCGCC 

CGCCCGGCGTGGTGGTTACGGGCCCCGGCGCAGAAGCAGGAGCCGCTCCCACTCAGGGGACCG 

CTACAGGCGGGGCGGCCGGGGCCTCAGGCACCACAGCAGTAGCCGCAGCCGCAGCAGCTGGTC 

CCTCAGCCCGTCCCGCAGTCGCAGCCTGACTCGCAGCCGCAGCCATAGCCCCAGCCCCAGCCA 

GAGCCGCAGCCGCAGCCGCAGCCGCAGCCAGAGCCCCTCGCCATCACCCGCAAGAGAGAAGCT 

GACCAGGCCGGCCGCGTCCCCTGCTGTGGGCGAGAAGCTGAAAAAGACCGAACCTGCCGCTGG 

TAAAGAGACAGGAGCTGCCAAAGTCACCCAAGCTGACGCCTCAGGAGAAGCTGAAACTGAGGA 

TGCAGAAGGCGCTGAACAGGCAGTTCAAGGCGGATAAGAAGGCGGCACAAGAAT^AGATGATCC 

AGCAGGAGCATGAGCGGCAGGAGCGGGAAGACGAGCTTCGAGCCATGGCCCGCAAGATCCGCA 

TGAAGGAGCGGGAACGCCGAGAGAAGGAGAGAGAAGAGTGGGAACGCCAGTACAGCCGGCAGA 

GCCGCTCACCCTCCCCCCGATACAGTCGAGAATACAGCTCTTCTCGAAGGCGCTCAAGGTCCC 

GATCCCGAAGCCCCCATTACCGACATTAGGCAGAAGAGTGGGGGGTGGGGAGGACAAGGGGGT 

GGGTAAGGGGCTCAAGCTGTGATGCTGCTGGTTTTATCTCTAGTGAAATAAAGTCA7Uy\GTTA 

TTTAATTCCCGTCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAA 
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FIGURE IQ 



MWHEARKHERKLRGMMVDYKKRAERRREYYEKIKKDPAQFLQVHGRACKVHLDSAYALAAESP 
VNMMPWQGDTNNMIDRFDVRAHLDHIPDYTPPLLTTISPEQESDERKCNYERYRGLVQNDFAG 
ISEEQCLYQIYIDELYGGLQRPSEDEKKKLAEKKASIGYTYEDSTVAEVEKAAEKPEEEESAA 
EEESNSDEDEVIPDIDVEVDVDELNQEQVADLNKQATTYGMADGDFVRMLRKDKEEAEAIKHA 
KALEEEKAMYSGRRSRRQRREFREKRLRGRKISPPSYARRDSPTYDPYKRSPSESSSESRSRS 
RSPTPGREEKITFITSFGGSDEEAAAA/^AAAAASGVTTGKPPAPPQPGGPAPGRNASARRRSS 
SSSSSSSASRTSSSRSSSRSSSRSRRGGGYYRSGRHARSRSRSWSRSRSRSRRYSRSRSRGRR 
HSGGGSRDGHRYSRSPARRGGYGPRRRSRSRSHSGDRYRRGGRGLRHHSSSRSRSSWSLSPSR 
SRSLTRSRSHSPSPSQSRSRSRSRSQSPSPSPAREKLTRPAASPAVGEKLKKTEPAAGKETGA 
AKVTQADASGEAETEDAEGAEQAVQGG 

Xmport:ant: features : 
N-glycosylation site : 

amino acids 370-373 

Glycosaminoglycan attachment: site: 

amino acids 443-446 

cAMP- and cGMP-dependent protein kinase phosphorylation site: 

amino acids 159-162, 282-285, 291-294, 374-377, 375-378, 430-433, 
440-443, 466-469 

Casein kinase II phosphorylation site: 

amino acids 149-152, 166-169, 171-174, 187-190, 193-196, 195-198, 
303-306, 307-310, 335-338, 571-574 

N-myristoylation sites: 

amino acids 118-123, 229-234, 350-355, 446-451, 586-591 
l^idation sites : 

amino acids 263-266, 280-283, 438-441 
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FIGURE 11 

GGTAGGCGCGCCCAGACCTGAGACGGGTTGGGACTGGGCTGCGTCACGCGCGGGCTCTAAGCG 
CCCGGGGCCCCGCCCAGTGGCCGGCACAGCCAATCGCAGCGCGGGAAGGCGGTGGGGGCGGGG 
AAGGCCGCCTGGAAACTTAAATCCCGAGGCGGGCGAACCTGCACCAGACCGCGGACGTCTGTA 
ATCTCAGAGGCTTGTTTGCTGAGGGTGCCTGCGCAGCTGCGACGGCTGCTGGTTTTGAAACAT 
GAATCTTTCGCTCGTCCTGGCTGCCTTTTGCTTGGGAATAGCCTCCGCTGTTCCAAAATTTGA 
CCAAAATTTGGATACAAAGTGGTACCAGTGGAAGGCAACACACAGAAGATTATATGGCGCGAA 

tgaagaaggatggaggagagcagtgtgggaaaagaatatgaaaatgattgaactgcacaatgg 
ggaatacagccaagggaaacatggcttcacaatggccatgaatgcttttggtgacatgacca;^ 

TGAAGAATTCAGGCAGATGATGGGTTGCTTTCGAAACCAGAAATTCAGGAAGGGGAAAGTGTT 

ccgtgagcctctgtttcttgatcttcccaaatctgtggattggagaaagaaaggctacgtgac 
gccagtgaagaatcagaaacagtgtggttcttgttgggcttttagtgcgactggtgctcttga 
aggacagatgttccggaaaactgggaaacttgtctcactgagcgagcagaatctggtggactg 
ttcgcgtcctcaaggcaatcagggctgcaatggtggcttcatggctagggccttccagtatgt 
caaggagaacggaggcctggactctgaggaatcctatccatatgtagcagtggatgaaatctg 
taagtacagacctgagaattctgttgctaatgacactggcttcacagtggtcgcacctggaaa 
ggagaaggccctgatgaaagcagtcgcaactgtggggcccatctccgttgctatggatgcagg 
ccattcgtccttccagttctacaaatcaggcatttattttgaaccagactgcagcagcaaaaa 
cctggatcatggtgttctggtggttggctacggctttgaaggagcaaattcgaataacagcaa 
gtattggctcgtcaaaaacagctggggtccagaatggggctcgaatggctatgtaaaaatagc 
caaagacaagaacaaccactgtggaatcgccacagcagccagctaccccaatgtgt6a.gctga 
tggatggtgaggaggaaggacttaaggacagcatgtctggggaaattttatcttgaaactgac 

CAAACGCTTATTGTGTAAGATAAACCAGTTGAATCATGGAGGATCCAAGTTGAGAT,TTTAATT 
CTGTGACATTTTTACAAGGGTAAAATGTTACCACTACTTTAATTATTGTTATACACAGCTTTA 

TGATATCAAAGACTCATTGCTTAATTCTAAGACTTTTGAATTTTCATTTTTTAAAAAGATGTA^ 
CAAAACAGTTTGAAATAAATTTTAATTCGTATATA 
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FIQORE 12 

MNLSLVLAAFCLGIASAVPKFDQNLDTKWYQWKATHRRLYGANEEGWRRAVWEKNMKMIELHN 
GEYSQGKHGFTMAMNAFGDMTNEEFRQMMGCFRNQKFRKGKVFREPLFLDLPKSVDWRKKGYV 
TPVKNQKQCGSCWAFSATGALEGQMFRKTGKLVSLSEQNLVDCSRPQGNQGCNGGFMARAFQY 
VKENGGLDSEESYPYVAVDEICKYRPENSVANDTGFTVVAPGKEECALMKAVATVGPISVAMDA 
GHSSFQFYKSGIYFEPDCSSKNLDHGVLWGYGFEGANSNNSKYWLVKNSWGPEWGSNGYVKI 
AKDKNNHCGIATAASYPNV 

Importan-b f eat:ures : 
Signal sequence 

amino acids 1-17 

N-glycosylation si.t:es. 

amino acids 2-6, 221-225, 292-296 

N-myristoylatxon sites . 

amino acids 13-19, 93-99, 136-142, 145-151, 174-180, 177-183, 
180-186, 194-200, 288-294, 324-330 

Eukaryotic thiol (cysteine) proteases cysteine active site. 

amino acids 132-144 

Eukaryotic thiol (cysteine) proteases histidine active site. 

amino acids 275-286 
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FIGURE 13 

GGCGGCGTCATGTGATCCGCTTCCGTGCTCCTTTAAGCGTCCACAGGCGGCGGAGCGGCCACA 

ATCACAGCTCCGGGCATTGGGGGAACCCGAGCCGGCTGCGCCGGGGGAATCCGTGCGGGCGCC 

TTCCGTCCCGGTCCCATCCTCGCCGCGCTCCAGCACCTCTGAAGTTTTGCAGCGCCCAGAAAG 

GAGGCGAGGAAGGAGGGAGTGTGTGAGAGGAGGGAGCAAAAAGCTCACCCTAAAACATTTATT 

TCAAGGAGAAAAGAAAAAGGGGGGGCGCAAAAAT6GCTGGGGCAATTATAGAAAACATGAGCA 

CCAAGAAGCTGTGCATTGTTGGTGGGATTCTGCTCGTGTTCCAAATCATCGCCTTTCTGGTGG 

GAGGCTTGATTGCTCCAGGGCCCACAACGGCAGTGTCCTACATGTCGGTGAAATGTGTGGATG 

CCCGTAAGAACCATCACAAGACAAAATGGTTCGTGCCTTGGGGACCCAATCATTGTGACAAGA 

TCCGAGACATTGAAGAGGCAATTCCAAGGGAAATTGAAGCCAATGACATCGTGTTTTCTGTTC 

ACATTCCCCTCCCCCACATGGAGATGAGTCCTTGGTTCCAATTCATGCTGTTTATCCTGCAGC 

TGGACATTGCCTTCAAGCTAAACAACCAAATCAGAGAAAATGCAGAAGTCTCCATGGACGTTT 

CCCTGGCTTACCGTGATGACGCATTTGCTGAGTGGACTGAAATGGCCCATGAAAGAGTACCAC 

GGAAACTCAAATGCACCTTCACATCTCCCAAGACTCCAGAGCATGAGGGCCGTTACTATGAAT 

GTGATGTCCTTCCTTTCATGGAAATTGGGTCTGTGGCCCATAAGTTTTACCTTTTAAACATCC 

GGCTGCCTGTGAATGAG7y\GAAGAAAATCAATGTGGGAATTGGGGAGATAAAGGATATCCGGT 

TGGTGGGGATCCACCAAAATGGAGGCTTCACCAAGGTGTGGTTTGCCATGAAGACCTTCCTTA 

CGCCCAGCATCTTCATCATTATGGTGTGGTATTGGAGGAGGATCACCATGATGTCCCGACCCC 

CAGTGCTTCTGGAAAAAGTCATCTTTGCCCTTGGGATTTCCATGACCTTTATCAATATCCCAG 

TGGAATGGTTTTCCATCGGGTTTGACTGGACCTGGATGCTGCTGTTTGGTGACATCCGACAGG 

GCATCTTCTATGCGATGCTTCTGTCCTTCTGGATCATCTTCTGTGGCGAGCACATGATGGATC 

AGCACGAGCGGAACCACATCGCAGGGTATTGGAAGCAAGTCGGACCCATTGCCGTTGGCTCCT 

TCTGCCTCTTCATATTTGACATGTGTGAGAGAGGGGTACAACTCACGAATCCCTTCTACAGTA 

TCTGGACTACAGACATTGGAACAGAGCTGGCCATGGCCTTCATCATCGTGGCTGGAATCTGCC 

TCTGCCTCTACTTCCTGTTTCTATGCTTCATGGTATTTCAGGTGTTTCGGAACATCAGTGGGA 

AGCAGTCCAGCCTGCCAGCTATGAGCAAAGTCCGGCGGCTACACTATGAGGGGCTAATTTTTA 

GGTTCAAGTTCCTCATGCTTATCACCTTGGCCTGCGCTGCCATGACTGTCATCTTCTTCATCG 

TTAGTCAGGTAACGGAAGGCCATTGGAAATGGGGCGGCGTCACAGTCCAAGTGAACAGTGCCT 

TTTTCACAGGCATCTATGGGATGTGGAATCTGTATGTCTTTGCTCTGATGTTCTTGTATGCAC 

CATCCCATAAAAACTATGGAGAAGACCAGTCCAATGGCGATCTGGGTGTCCATAGTGGGGAAG 

AACTCCAGCTCACCACCACTATCACCCATGTGGACGGACCCACTGAGATCTACAAGTTGACCC 

GCAAGGAGGCCCAGGAGTAGGAGGCTGCAGCGCCCGGCTGGGACGGTCTCTCCATACCCCAGC 

CCCTCTAACTAGAGTGGGGAGCATGCCAGAGAGAGCTCAATGTACAAATGAATGCCTCATGGC 

TCTTAGCTGTGGTTTCTTGGACCAGCGGCATGGACATTTGTCAGTTTGCCTTCTGACGGTAGC 

TTTTGGAGGAAGATTCCTGCAGCCACTAATGCATTGTGTATGATAACAAAAACTCTGGTATGA 

CACATTTTCTGTGATCATTGTTAATTAGTGACATAGTAACATCTGTAGCAGCTGGTTAGTAAA 

CCTCATGTGGGGGTGGGGTGGGGGTGTATT^CTTGGGGGATGGTTT 

GAATATTTGACATTTTTCCTGTTTTAAATTCTAGGATAGATTTTAACATCCTTTGCGGTCCCA 
GTCCAAGGTAGGCTGGTGTCATAGTCTTCTCACTCCTAATCCATGACCACTGTTTTTTTCCTA 
TTTATATCACCAGGTAGCCTACTGAGTTAATATTTAAGTTGTCAATAGATAAGTGTCCCTGTT 
TTGTGGCATAATATAACTGAATTTCATGAGAAGATTTATTCCACCAGGGGTATTTCAGCTTTG 
AAACCAAATCTGTGTATCTAATACTAACCAATCTGTTGGATGTGGATTTTAAAAAATGTTTGC 
TAAACTACCCAAGTAAGATTTACTGTATTAAATGGCCTTCGGGTCTGAAAAGCTTTTTTAACC 
TCTTGCTTAAAATGCGTTTTATTTTGATAAGATACTTCAAATAGCCTCCAAAAGTGTAGATCC 
AATCACTTAAATAAACCtGTATGTATATGCAAAAAAAAAAAAAAAAAAAAAAA 
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FXGUBEl 14 

MAGAIIENMSTKKLCIVGGILLVFQIIAFLVGGLIAPGPTTAVSYMSVKCVDARKNHHKTKWF 
VPWGPNHCDKIRDIEEAIPREIEANDIVFSVHIPLPHMEMSPWFQFMLFILQLDIAFKLNNQI 
RENAEVSMDVSLAYRDDAFAEWTEMAHERVPRKLKCTFTSPKTPEHEGRYYECDVLPFMEIGS 
VAHKFYLLNIRLPVNEKKKINVGIGEIKDIRLVGIHQNGGFTKVWFAMKTFLTPSIFIIMVWY 
WRRITMMSRPPVLLEKVIFALGISMTFINIPVEWFSIGFDWTWMLLFGDIRQGIFYAMLLSFW 
IIFCGEHMMDQHERNHIAGYWKQVGPIAVGSFCLFIFDMCERGVQLTNPFYSIWTTDIGTELA 
MAFIIVAGICLCLYFLFLCFMVFQVFRNISGKQSSLPAMSKVRRLHYEGLIFRFKFLMLITLA 
CAAMTVIFFIVSQVTEGHWKWGGVTVQVNSAFFTGIYGMWNLYVFALMFLYAPSHKNYGEDQS 
NGDLGVHSGEELQLTTTITHVDGPTEIYKLTRKEAQE 

Zmpoartan^ features of the protein: 
Signal peptide : 

amino acids 1-42 

Transmembrane domains : 

amino acids 239-253, 269-284, 302-318, 338-352, 377-399, 434-452, 
471-488 

N-glycosylation sites . 

amino acids 8-12, 406-410 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 254-258 

N-myristoylation sites . . 

amino acids 223-229, 274-280, 305-311, 358-364, 374-380, 386-392, 
509-515 
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FIGURE 15 

GTGAGGGGAACAGCTGATCCGTCTGTTGGGAGGACAGATATCTCAAGGCCAGGATGGAAGAAT 

CACCACTAAGCCGGGCACCATCCCGTGGTGGAGTCAACTTTCTCAATGTAGCCCGGACCTACA 

TCCCCAACACCAAGGTGGAATGTCACTACACCCTTCCCCCAGGCACCATGCCCAGTGCCAGTG 

ACTGGATTGGCATCTTCAAGGTGGAGGCTGCCTGTGTTCGGGATTACCACACATTTGTGTGGT 

CTTCCGTGCCTGAAAGTACAACTGATGGTTCCCCCATTCACACCAGTGTCCAGTTCCAAGCCA 

GCTACCTGCCCAAACCAGGAGCTCAGCTCTACCAGTTCCGATATGTGAACCGCCAGGGCCAGG 

TGTGTGGGCAGAGCCCCCCTTTCCAGTTCCGAGAGCCAAGGCCCATGGATGAACTGGTGACCC 

TGGAGGAGGCTGATGGGGGCTCTGACATCCTGCTGGTTGTCCCCAAGGCAACTGTGTTACAGA 

ACCAGCTCGATGAGAGCCAGCAAGAACGGAATGACCTGATGCAGCTGAAGCTACAGCTGGAGG 

GACAGGTGACAGAGCTGAGGAGCCGAGTGCAGGAGCTCGAGAGGGCTCTGGCAACTGCCAGGC 

AGGAGCACACGGAGCTGATGGAACAGTACAAGGGGATTTCCCGGTCCCATGGGGAGATCACAG 

AAGAGAGGGACATCCTGAGCCGGCAACAGGGAGACCATGTGGCACGCATCCTGGAGCTAGAGG 

ATGACATCCAGACCATCAGTGAGAAAGTGCTGACGAAGGAAGTGGAGCTGGACAGGCTTAGAG 

ACACAGTGAAGGCCCTGACTCGGGAACAAGAGAAGCTCCTTGGGCAACTGAAAGAAGTACAAG 

CAGACAAGGAGCAAAGTGAGGCTGAGCTCCAAGTGGCACAACAGGAGAACCATCACTTAAATT 

TGGACCTGAAGGAGGCGAAGAGCTGGCAAGAGGAGCAGAGTGCTCAGGCTCAGCGACTGAAAG 

ACAAGGTGGCCCAGATGAAGGACACCCTAGGCCAGGCCCAGCAGCGGGTGGCCGAGCTGGAGC 

CCTTGAAGGAGCAGCTTCGAGGGGCCCAGGAGCTTGCAGCCTCAAGCCAGCAGAAAGCCACCC 

TTCTTGGGGAGGAGTTGGCCAGTGCAGCAGCAGCCAGGGACCGCACCATAGCCGAACTACACC 

GCAGCCGCCTGGAAGTGGCTGAAGTTAACGGCAGGCTGGCTGAGCTCGGTTTGCACTTGAAGG 

AAGAAAAATGCCAATGGAGCAAGGAGCGGGCAGGGCTGCTGCAGAGTGTGGAGGCAGAGAAGG 

ACAAGATCCTGAAGCTGAGTGCAGAGATACTTCGATTGGAGAAGGCAGTTCAGGAGGAGAGGA 

CCCAAAACCAAGTGTTCAAGACTGAGCTGGCCCGGGAGAAGGATTCTAGCCTGGTACAGTTGT 

CAGAAAGTAAGCGGGAGCTGACAGAGCTGCGGTCAGCCCTGCGTGTGCTCCAGAAGGAAAAGG 

AGCAGTTACAGGAGGAGAAACAGGAATTGCTAGAGTACATGAGAAAGCTAGAGGCCCGCCTGG 

AGAAGGTGGCAGATGAGAAGTGGAATGAGGATGCCACCACAGAGGATGAGGAGGCCGCTGTGG 

GGCTGAGCTGCCCGGCAGCTCTGACAGACTCAGAGGACGAGTCCCCAGAAGACATGAGGCTCC 

CACCCTATGGCCTTTGTGAGCGTGGAGACCCAGGCTCCTCTCCTGCTGGGCCTCGAGAGGCTT 

ctccccttgttgtcatcagccagccggctcccatttctcctcacctctctgggccagc.tgagg 

ACAGTAGCTCTGACTCGGAGGCTGAAGATGAGAAGTCAGTCCTGATGGCAGCTGTGCAGAGTG 

ggggtgaggaggccaacttactgcttcctgaactgggcagtgccttctatgacatggccagtg 

GCTTTACAGTGGGTACCCTGTCAGAAACCAGCACTGGGGGCCCTGCCACCCCCACATGGAAGG 

agtgtcctatctgtaaggagcgctttcctgctgagagtgacaaggatgccctggaggaccaca 
tggatggacacttctttttcagcacccaggaccccttcacctttgagtgatcttactccctcg 
tacatgcacaaatacacactcatgcacacacacactcacacacatgcatacacttaggtttca 

TGCCCATTTTCTATCACACTGGGCTCCATGATATTCTGTTCCCTAAGAACTGCTTCTGTGTGC 
CCTGTTTTCATCCCAAGATTTCTCACTTCATCCTCTCCTACCTGGCTCTTTTGTCCCAGGGAG 
GGGTCCTGTTCGGAAGCAGTGGCTGAATTTATCCCCTGAAAGTGGTTTTGGAGGAACCGGGAT 
GGAGGAGGCCTTCCCCTGTGGGAATAGAATCGTCCACTCCTAGCCCTGGTTGCTTCTGATACA 
CAGCCACTGCACACACACACTCACACTCACACTCCCTTGTCTGATGCCCCAAAGCCAATTCCT 
GGGGCACCCTACCCTCTCTTATTTGGAGTTTCCGTTGGTTTACCTGAGTTTTCTCTGGGGTCT 
GCACAGAGGCAGCAGCATGGACATCATGGCCTCTCAGGTCCCTTTTGGTTCTCAGTTTCATTG 
GTTCCTCTTTCTGTTCCCCCATTGACTTCTGTGCCCCACCCTAGCCTTTTCCATAACCTTAGG 
TATTCAGTTTGGAGGGGTTTTTTGTATTTTTGAGGATTCCTGTATTCTGTATCCTCTCCTCGC 
ATCTCCTCACATGGAAAGAAATAATGTATTTGTGCCTTCTGTGAGGAATGGGGGGAACAAGTG 
GTCCCAGGTATCCCCATTTCCAAGGCCCCCCTCCCTCTCCAGGTCCCCCCACAGCAATAAAAG 
CTTCCCCCTGATATCCATCCCTTTGTAGTTTGAACAAATATATTTATATGATATGTAA 
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FIGURE 16 

MEESPLSRAPSRGGVNFLNVARTYIPNTKVECHYTLPPGTMPSASDWIGIFKVEAACVRDYHT 
FVWSSVPESTTDGSPIHTSVQFQASYLPKPGAQLYQFRYVNRQGQVCGQSPPFQFREPRPMDE 
LVTLEEADGGSDILLVVPKATVLQNQLDESQQERNDLMQLKLQLEGQVTELRSRVQELERALA 
TARQEHTELMEQYKGISRSHGEITEERDILSRQQGDHVARILELEDDIQTISEKVLTKEVELD 
RLRDTVKALTREQEKLLGQLKEVQADKEQSEAELQVAQQENHHLNLDLKEAKSWQEEQSAQAQ 
RLKDKVAQMKDTLGQAQQRVAELEPLKEQLRGAQELAASSQQKATLLGEELASAAAARDRTIA 
ELHRSRLEVAEVNGRLAELGLHLKEEKCQWSKERAGLLQSVEAEKDKILKLSAEILRLEKAVQ 
EERTQNQVFKTELAREKDSSLVQLSESKRELTELRSALRVLQKEKEQLQEEKQELLEYMRKLE 
ARLEKVADEKWNEDATTEDEEAAVGLSCPAALTDSEDESPEDMRLPPYGLCERGDPGSSPAGP 
REASPLWISQPAPISPHLSGPAEDSSSDSEAEDEKSVLMAAVQSGGEEANLLLPELGSAFYD 
MASGFTVGTLSETSTGGPATPTWKECPICKERFPAESDKDALEDHMDGHFFFSTQDPFTFE 



Xmpor'tan-t f ea'tures : 

Casexn kinase XI phosphosryla-tlon si'tes : 

amino acids 28-31, 43-46, 68-71, 72-75, 
211, 239-242, 282-285, 305-308, 376-379, 
523, 521-524, 537-540, 539-542, 543-546, 
600, 612-615, 639-642, 652-655, 667-670, 

N-myr±stoylat±on sx-bes : 
amino acids 39-44, 107-112, 204-209, 414-419, 561-566, 613-618 

Cell a't'tachment: sequence: 

amino acids 557-559 

Xieuclne zipper pa-tt:ern sequence: 

amino acids 163-184, 475-496, 482-503 



129-132, 156-159, 208- 

383-383, 468-471, 520- 

593-596, 595-598, 597- 
683-686 
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FIGURE 17 

GCAAGTTGGGAATTTTAGACTGTCACTGCACATGGACCTCTGGGAAGACGTCTGGCGAGAGCT 
AGGCCCACTGGCCCTACAGACGGATCTTGCTGGCTCACCTGTCCCTGTGGAGGTTCCCCTGGG 
AAGGCAAGATGCCCAACAACAGCACTGCTCTGTCATTGGCCAATGTTACCTACATCACCATGG 
AAATTTTCATTGGACTCTGCGCCATAGTGGGCAACGTGCTGGTCATCTGCGTGGTCAAGCTGA 
ACCCCAGCCTGCAGACCACCACCTTCTATTTCATTGTCTCTCTAGCCCTGGCTGACATTGCTG 
TTGGGGTGCTGGTCATGCCTTTGGCCATTGTTGTCAGCCTGGGCATCACAATCCACTTCTACA 
GCTGCCTTTTTATGACTTGCCTACTGCTTATCTTTACCCACGCCTCCATCATGTCCTTGCTGG 
CCATCGCTGTGGACCGATACTTGCGGGTCAAGCTTACCGTCAGATTCAGAATTCCTGGGCTCC 
CTGGGTGCATTCTATCATTCCAGTTGAAAGTTTGCTTCCTTCCAGTCATGTGGCTCTTCATTC 
TACTCTCCTTGGCTCTCATTTCAGATGCCATGGTCATGGATGAAAAGGTCAAGAGAAGCTTTG 
TGCTGGACACGGCTTCTGCCATCTGCAACTACAATGCCCACTACAAGAATCACCCCAAATACT 
GGTGCCGAGGCTATTTCCGTGACTACTGCAACATCATCGCCTTCTCCCCTAACAGCACCAATC 
ATGTGGCCCTGAGGGACACAGGGAACCAGCTCATTGTCACTATGTCCTGCCTGACCAAAGAGG 
ACACGGGCTGGTACTGGTGTGGCATCCAGCGGGACTTTGCCAGGGATGACATGGATTTTACAG 
AGCTGATTGTAACTGACGACAAAGGAACCCTGGCCAATGACTTTTGGTCTGGGAAAGACCTAT 
CAGGCAACAAAACCAGAAGCTGCAAGGCTCCCAAAGTTGTCCGCAAGGCTGACCGCTCCAGGA 
CGTCCATTCTCATCATTTGCATACTGATCACGGGTTTGGGAATCATCTCTGTAATCAGTCATT 
TGACCAAAAGGAGGAGAAGTCAAAGGAATAGAAGGGTAGGCAACACTTTGAAGCCCTTCTCGC 
GTGTCCTGACTCCAAAGGAAATGGCTCCTACTGAACAGATGTGACTGAAGATTTTTTTAATTT 
AGTTCATAAAGTGATGCTACAACAGAATAATCACCATGACAACTGGCCCACACCTCAGAGACT 
GATTCTGATCTCCCAGGAATTCTGAAGGACCCTCTATCCTTGACAACAATCATTTGCAGCCAG 
GTAGCAACGGCGGTAGTCAGAGGAGCTATGATAGACCACACCCAAGCAAGGCTGCCCTCAAAT 
AACATCTCAAGATCTTAGTTCTTATGCATTCCATCAGTCAGAAGTGAAGAAGAGGTGGAGAAT 
CTGGATTGGGGACCAGGAAATCACTTGTATTTTGTTAGCCAATAAATTCCTAGCCAGTGTTGA 
ATGAT^AAAAAAT^AAAA 
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FIGURE 18 

MPNNSTALSLANVTYITMEiFIGLCAIVGNVLVICVVKLNPSLQTTTFYFIVSLALADIAVGV 
LVMPLAIWSLGITIHFYSGLFMTCLLLIFTHASIMSLLAIAVDRYLRVKLTVRFRIPGLPGC 
ILSFQLKVCFLPVMWLFILLSLALISDAMVMDEKVKRSFVLDTASAICNYNAHYKNHPKYWCR 
GYFRDYCNIIAFSPNSTNHVALRDTGNQLIVTMSCLTKEDTGWYWCGIQRDFARDDMDFTELI 
VTDDKGTLANDFWSGKDLSGNKTRSCKAPKWRKADRSRTSILIICILITGLGIISVISHLTK 
RRRSQRNRRVGNTLKPFSRVLTPKEiyiAPTEQM 

Important features of the protein: 
Transmembrane domains : 

amino acids 16-35, 62-80, 89-101, 134-152, 292-311 
N-glycosylation sites , 

amino acids 3-7, 4-8, 12-16, 204-208, 273-277 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 316-320 

N-myristoylation sites . 

amino acids 122-128, 125-131, 258-264 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 214-225 

G-protein coupled receptors proteins . 

amino acids 29-59,. 76-116 
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FIGURE 19 



CTCGGGCGCGCACAGGCAGCTCGGTTTGCCCTGCGATTGAGCTGCGGGTCGCGGCCGGCGCCGGCCTCTCCAATG 
GCAAATGTGTGTGGCTGGAGGCGAGCGCGAGGCTTTCGGCAAAGGCAGTCGAGTGTTTGCAGACCGGGGCGAGTC 
CTGTGAAAGCAGATAAAAGAAAACATTTATTAACGTGTCATTACGAGGGGAGCGCCCGGCCGGGGCTGTCGCACT 
CCCCGCGGAACATTTGGCTCCCTCCAGCTCCGAGAGAGGAGAAGAAGAAAGCGGAAAAGAGGCAGATTCACGTCG 
TTTCCAGCCAAGTGGACCTGATCGATGGCCCTCCTGAATTTATCACGATATTTGATTTATTAGCGATGCCCCCTG 
GTTTGTGTGTTACGCACACACACGTGCACACAAGGCTCTGGCTCGCTTCCCTCCCTCGTTTCCAGCTCCTGGGCG 
AATCCCACATCTGTTTCAACTCTCCGCCGAGGGCGAGCAGGAGCGAGAGTGTGTCGAATCTGCGAGTGAAGAGGG 
ACGAGGGAAAAGAAACAAAGCCACAGACGCAACTTGAGACTCCCGCATCCCAAAAGAAGCACCAGATCAGCAAAA 
AAAGAAGATGGGCCCCCCGAGCCTCGTGCTGTGCTTGCTGTCCGCAACTGTGTTCTCCCTGCTGGGTGGAAGCTC 
GGCCTTCCTGTCGCACCACCGCCTGAAAGGCAGGTTTCAGAGGGACCGCAGGAACATCCGCCCCAACATCATCCT 
GGTGCTGACGGACGACCAGGATGTGGAGCTGGGTTCCATGCAGGTGATGAACAAGACCCGGCGCATCATGGAGCA 
GGGCGGGGCGCACTTCATCAACGCCTTCGTGACCACACCCATGTGCTGCCCCTCACGCTCCTCCATCCTCACTGG 
CAAGTACGTCCACAACCACAACACCTACACCAACAATGAGAACTGCTCCTCGCCCTCCTGGCAGGCACAGCACGA 
GAGCCGCACCTTTGCCGTGTACCTCAATAGCACTGGCTACCGGACAGCTTTCTTCGGGAAGTATCTTAATGAATA 
C;^ACGGCTCCTACGTGCCACCCGGCTGGAAGGAGTGGGTCGGACTCCTTAAAAACTCCCGCTTTTATAACTACAC 
GCTGTGTCGGAACGGGGTGAAAGAGAAGCACGGCTCCGACTACTCCAAGGATTACCTCACAGACCTCATCACCAA 
TGACAGCGTGAGCTTCTTCCGCACGTCCAAGTU^GATGTACCCGCACAGGCCAGTCCTCATGGTCATCAGCCATGC 
AGCCCCCCACGGCCCTGAGGATTCAGCCCCACAATATTCACGCCTCTTCCCAAACGCATCTCAGCACATCACGCC 
GACCTACAACTACGCGCCCAACCCGGACAAACACTGGATCATGCGCTACACGGGGCCCATGAAGCCCATCCACAT 
GG/JVTTCACCAACATGCTCCAGCGGAAGCGCTTGCAGACCCTCATGTCGGTGGACGACTCCATGGAGACGATTTA 
CAACATGCTGGTTGAGACGGGCGAGCTGGACAACACGTACATCGTATACACCGCCGACCACGGTTACCACATCGG 
CCAGTTTGGCCTGGTGAAAGGGAAATCCATGCCATATGAGTTTGACATCAGGGTCCCGTTCTACGTGAGGGGCCC 
CAACGTGGAAGCCGGCTGTCTGAATCCCCACATCGTCCTCAACATTGACCTGGCCCCCACCATCCTGGACATTGC 
AGGCCTGGACATACCTGCGGATATGGACGGGAAATCCATCCTCAAGCTGCTGGACACGGAGCGGCCGGTGAATCG 
GTTTCACTTGAAAAAGAAGATGAGGGTCTGGCGGGACTCCTTCTTGGTGGAGAGAGGCAAGCTGCTACACAAGAG 
AGACAATGACAAGGTGGACGCCCAGGAGGAGAACTTTCTGCCCAAGTACCAGCGTGTGAAGGACCTGTGTCAGCG 
TGCTGAGTACCAGACGGCGTGTGAGCAGCTGGGACAGAAGTGGCAGTGTGTGGAGGACGCCACGGGGTiAGCTGAA 
GCTGCATAAGTGCAAGGGCCCCATGCGGCTGGGCGGCAGCAGAGCCCTCTCCAACCTCGTGCCCAAGTACTACGG 
GCAGGGCAGCGAGGCCTGCACCTGTGACAGCGGGGACTACAAGCTCAGCCTGGCCGGACGCCGGAAAAAACTCTT 
CAAGAAGAAGTACAAGGCCAGCTATGTCCGCAGTCGCTCCATCCGCTCAGTGGCCATCGAGGTGGACG3CAGGGT 
GTACCACGTAGGCCTGGGTGATGCCGCCCAGCCCCGAAACCTCACCAAGCGGCACTGGCCAGGGGCCCCTGAGGA 
CCAAGATGACAAGGATGGTGGGGACTTCAGTGGCACTGGAGGCCTTCCCGACTACTCAGCCGCCAACCCCATTAA 
AGTGACACATCGGTGCTACATCCTAGAGAACGACACAGTCCAGTGTGACCTGGACCTGTACAAGTCCCTGCAGGC 
CTGGAAAGACCACAAGCTGCACATCGACCACGAGATTGAAACCCTGCAGAACAAAATTAAGAACCTGAGGGAAGT 
CCGAGGTCACCTGAAGAAAAAGCGGCCAGAAGAATGTGACTGTCACAAAATCAGCTACCACACCCAGCACAAAGG 
CCGCCTCAAGCACAGAGGCTCCAGTCTGCATCCTTTCAGGAAGGGCCTGCAAGAGAAGGACAAGGTGTGGCTGTT 
GCGGGAGCAGAAGCGCAAGAAGAAACTCCGCAAGCTGCTCAAGCGCCTGCAGAACAACGACACGTGCAGCATGCC 
AGGCCTCACGTGCTTCACCCACGACAACCAGCACTGGCAGACGGCGCCTTTCTGGACACTGGGGCCTTTCTGTGC 
CTGCACCAGCGCCAACAATAACACGTACTGGTGCATGAGGACCATCAATGAGACTCACAATTTCCTCTTCTGTGA 
ATTTGCAACTGGCTTCCTAGAGTACTTTGATCTCAACACAGACCCCTACCAGCTGATGAATGCAGTGA^.CACACT 
GGACAGGGATGTCCTCAACCAGCTACACGTACAGCTCATGGAGCTGAGGAGCTGCAAGGGTTACAAGCAGTGTAA 
CCCCCGGACTCGAAACATGGACCTGGATGGAGGAAGCTATGAGCAATACAGGCAGTTTCAGCGTCGAAJ^.GTGGCC 
AGAAATGAAGAGACCTTCTTCCAAATCACTGGGACAACTGTGGGAAGGCTGGGAAGGTTAAGAAACAACAGAGGT 
GGACCTCCAAAAACATAGAGGCATCACCTGACTGCACAGGCAATGAAAAACCATGTGGGTGATTTCCAGCAGACC 
TGTGCTATTGGCCAGGAGGCCTGAGAAAGCAAGCACGCACTCTCAGTCAACATGACAGATTCTGGAGGATAACCA 
GCAGGAGCAGAGATAACTTCAGGAAGTCCATTTTTGCCCCTGCTTTTGCTTTGGATTATACCTCACCAGCTGCAC 
AAAATGCATTTTTTCGTATCAAAAAGTCACCACTAACCCTCCCCCAGAAGCTCACAAAGGAAAACGGAGAGAGCG 
AGCGAGAGAGATTTCCTTGGAAATTTCTCCCAAGGGCGAAAGTCATTGGAATTTTTAAATCATAGGGGAAAAGCA 
GTCCTGTTCTAAATCCTCTTATTCTTTTGGTTTGTCACAAAGAAGGAACTAAGAAGCAGGACAGAGGCAACGTGG 
AGAGGCTGAAAACAGTGCAGAGACGTTTGACAATGAGTCAGTAGCACAAAAGAGATGACATTTACCTAGCACTAT 
AAACCCTGGTTGCCTCTGAAGAAACTGCCTTCATTGTATATATGTGACTATTTACATGTAATCAACATGGGAACT 
TTTAGGGGAACCTAATAAGAAATCCCAATTTTCAGGAGTGGTGGTGTCAATAAACGCTCTGTGGCCAGTGTAAAA 
GAAAAA 
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FIGURE 20 

MGPPSLVLCLLSATVFSLLGGSSAFLSHHRLKGRFQRDRRNIRPNIILVLTDDQDVELGSMQV 
MNKTRRIMEQGGAHFINAFVTTPMCCPSRSSILTGKYVHNHNTYTNNENCSSPSWQAQHESRT 
FAVYLNSTGYRTAFFGKYLNEYNGSYVPPGWKEWVGLLKNSRFYNYTLCRNGVKEKHGSDYSK 
DYLTDLITNDSVSFFRTSKKMYPHRPVLMVISHAAPHGPEDSAPQYSRLFPNASQHITPSYNY 
APNPDKHWIMRYTGPMKPIHMEFTNMLQRKRLQTLMSVDDSMETIYNMLVETGELDNTYIVYT 
ADHGYHIGQFGLVKGKSMPYEFDIRVPFYVRGPNVEAGCLNPHIVLNIDLAPTILDIAGLDIP 
ADMDGKSILKLLDTERPVNRFHLKKKMRVWRDSFLVERGKLLHKRDNDKVDAQEENFLPKYQR 
VKDLCQRAEYQTACEQLGQKWQCVEDATGKLKLHKCKGPMRLGGSRALSNLVPKYYGQGSEAC 
TCDSGDYKLSLAGRRKKLFKKKYKASYVRSRSIRSVAIEVDGRVYHVGLGDAAQPRNLTKRHW 
PGAPEDQDDKDGGDFSGTGGLPDYSAANPIKVTHRCYILENDTVQCDLDLYKSLQAWKDHKLH 
IDHEIETLQNKIKNLREVRGHLKKKRPEECDCHKISYHTQHKGRLKHRGSSLHPFRKGLQEKD 
KVWLLREQKRKKKLRKLLKRLQNNDTCSMPGLTCFTHDNQHWQTAPFWTLGPFCACTSANNNT 
YWCMRTINETHNFLFCEFATGFLEYFDLNTDPYQLMNAVNTLDRDVLNQLHVQLMELRSCKGY 
KQCNPRTRNMDLDGGSYEQYRQFQRRKWPEMKRPSSKSLGQLWEGWEG 

Important features: 
Signal peptide: 

amino acids 1-17 

Sulfa tases signature 1 . 

amino acids 86-99 

Homologous region to sulfatase: 

amino acids 87-106, 133-146, 216-229, 291-320, 365-375 
N-glycosylation sites . 

amino acids 65-69, 112-116, 132-136, 149-153, 171-175, .198-202, 
241-245, 561-565, 608-612, 717-721, 754-758, 764-768 
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FIGURE 21 

GGGCGCGCGAGAGCTGCTAGGGCGGTTTCTCTGCCTCGGGCCTGTTGGGCAGGGCCGGCT 
AAGGTGCGCGTGCTCGCTGGTTCTAACCCTTCTGTTGGGCGTTTCTGCTGAGAGGCGGGA 
GGCGCTGAGAGTCTGTGCGGAGGTCCGTGGACAGACTGCTTTGCTCGTTGTTGCTCTTCG 
GAGGCGGCGATCCCCGAAGGCGAGCTGAAATACGGCTGCAGGCTACAATTTGCAGCCGAC 
GATTATGGAAGACGGAAGCGGGAGAGGTGGCCCACCCTCATGGAGCGCTTGTGCTCGGAT 
GGCTTCGCATTTCCCCAATACCCCATTAAACCGTATCATCTGAAGAGGATCCACAGAGCT 
GTCTTACATGGTAATCTAGAGAAACTGAAGTACCTTCTGCTCACGTATTATGACGCCAAT 
AAGAGAGACAGGAAGGAAAGGACCGCCCTACATTTGGCCTGTGCCACTGGCCAACCGGAA 
ATGGTACATCTCCTGGTGTCCAGAAGATGTGAGCTTAACCTCTGCGACCGTGAAGAGAGG 
ACACCTCTGATCAAGGCTGTACAACTGAGGCAGGAGGCTTGTGCAACTCTTCTGCTGCTSlA 

t^tggcgccaatccaaatattacggatttctttggaaggactgctctgcactacgctgtg 
tataatgaagatacatccatgatagaaaaacttctttcacatggtacaaatattgaagaa 

TGCAGCAAGGTATAGGTCAACCAATGTTATTTTCAAACTATCTGAAATGAATTTATTTTA 

acattgacacatgtaagggtcaatttttcatatttggaagctcaaacattccttgaatga 
aaatattttgaaatgccttaactgtctaagattttactttaaatattggaacttttaaag 

7\AGCATTATAGGGAACAGCCTTTTTTCATGCACTTATGGTAAATAACTATAAAAACAAAT 
GAATTACAATAAATTTATT^TTCATGACAACTGAATTTGGGAAAGGTAATAGTTAAGTGT 
TTTTCCACTAAATTACTTTTT 
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FIGURE 22 

MERLCSDGFAFPQYPIKPYHLKRIHRAVLHGNLEKLKYLLLTYYDANKRDRKERTALHLACAT 
GQPEMVHLLVSRRCELNLCDREDRTPLIKAVQLRQEACATLLLQNGANPNITDFFGRTALHYA 
VYNEDTSMIEKLLSHGTNIEECSKV 

Xmport:ant: features of the protein: 
N-glycosylation site . 

amino acids 113-117 

N-myristoylation site. 

amino acids 109-115 

Microbodies C-terminal targeting signal . 

amino acids 149-153 
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FIGURE 23 

GAGGCAGAAAGGCAGAAAGGAGAAAATTCAGGATAACTCTCCTGAGGGGTGAGCCAAGCCCTG 
CCATGTAGTGCACGCAGGACATCAACAAACACAGATAACAGGAAATGATCCATTCCCTGTGGT 
CACTTATTCTAAAGGCCCCAACCTTCAAAGTTCAAGTAGTGATATGGATGACTCCACAGAAAG 
GGAGCAGTCACGCCTTACTTCTTGCCTTAAGAAAAGAGAAGAAATGAAACTGAAGGAGTGTGT 
TTCCATCCTCCCACGGAAGGAAAGCCCCTCTGTCCGATCCTCCAAAGACGGAAAGCTGCTGGC 
TGCAACCTTGCTGCTGGCACTGCTGTCTTGCTGCCTCACGGTGGTGTCTTTCTACCAGGTGGC 
CGCCCTGCAAGGGGACCTGGCCAGCCTCCGGGCAGAGCTGCAGGGCCACCACGCGGAGAAGCT 
GCCAGCAGGAGCAGGAGCCCCCAAGGCCGGCCTGGAGGAAGCTCCAGCTGTCACCGCGGGACT 
GAAAATCTTTGAACCACCAGCTCCAGGAGAAGGCAACTCCAGTCAGAACAGCAGAAATAAGCG 
TGCCGTTCAGGGTCCAGAAGAAACAGTCACTCAAGACTGCTTGCAACTGATTGCAGACAGTGA 
AACACCAACTATACAAAAAGGATCTTACACATTTGTTCCATGGCTTCTCAGCTTTAAAAGGGG 
AAGTGCCCTAGAAGAAAAAGAGAATAAAATATTGGT.CAAAGAAACTGGTTACTTTTTTATATA 
TGGTCAGGTTTTATATACTGATAAGACCTACGCCATGGGACATCTAATTCAGAGGAAGAAGGT 
CCATGTCTTTGGGGATGAATTGAGTCTGGTGACTTTGTTTCGATGTATTCAAAATATGCCTGA 
AACACTACCCAATAATTCCTGCTATTCAGCTGGCATTGCAAAACTGGAAGAAGGAGATGAACT 
CCAACTTGCAATACCAAGAGAAAATGCACAAATATCACTGGATGGAGATGTCACATTTTTTGG 
TGCATTGAAACTGCTGTGACCTACTTACACCATGTCTGTAGCTATTTTCCTCCCTTTCTCTGT 
ACCTCTAAGAAGAAAGAATCTAACTGAAAATACCAAAAAAAAAAAAAAAA 
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FIGURE 24 

MDDSTEREQSRLTSCLKKREEMKLKECVSILPRKESPSVRSSKDGKLLAATLLLALLSCCLTV 
VSFYQVAALQGDLASLRAELQGHHAEKLPAGAGAPKAGLEEAPAVTAGLKIFEPPAPGEGNSS 
QNSRNKRAVQGPEETVTQDCLQLIADSETPTIQKGSYTFVPWLLSFKRGSALEEKENKILVKE 
TGYFFIYGQVLYTDKTYAMGHLIQRKKVHVFGDELSLVTLFRCIQNMPETLPNNSCYSAGIAK 
LEEGDELQLAIPRENAQISLDGDVTFFGALKLL 

Transmembrane domain: 

amino acids 47-72 

N-glycosylation sx'te . 

amino acids 124-127, 242-245 

cAMP- and cGMP-dependent protexn kinase phosphorylation site. 

amino acids 33-36, 173-176 

N-myristoylation site. 

amino acids 96-101 

TNF family proteins . 

amino acids 172-206 
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FIGURE 25 

CTGCTTGGATACCTCCAGTCCCCAAACTGTGTTCCAGGAGTTTTCTTGGCCGAAGCTGCCCGA 
TGTTTGAGCCTTTTCTTCCCAGAGAAGAAGATGGACTGAAAGCTGCCAGTTGGGGACTTTTTG 
TGATCACGGCGTTGCAGCGTTTTAAAGGAGGTGATGGGGCTTGCGCTGGCTTGTCTTCCCACC 
CAAGTGAAGAGTTGATGTTCACTGGTTATGCTTAGACAATGTGCAGTTTGTGTTAATTTAAAA 
TTTTGGGTGGGATAGGGGCATAGGCTTGTGAAGGGCAGTCCGGATCCGGAGGAACTCGTCTTT 
GTCCCTGGTAGGAGAGACACCCCCAGTCTATCCTCGATGCCGTCAGCCTTGGCCATCTTCACT 
TGCCGCCCGAACTCGCACCCGTTTCAGGAGCGTCATGTCTACCTGGACGAGCCCATCAAAATC 
GGCCGCTCAGTGGCCCGCTGTCGACCAGCGCAGAATAATGCCACTTTTGATTGCAAAGTGCTA 
TCAAGGAACCACGCTCTCGTCTGGTTTGATCACAAGACGGGCAAGTTTTATCTTCAAGACACT 
AAAAGTAGTAATGGTACTTTTATAAATAGCCAGAGATTGAGTCGAGGCTCTGAAGAAAGTCCA 
CCATGTGTW^TTCTTTCCGGTGACATTATCCAGTTTGGAGTAGACGTGACAGAGAATACACGG 
AAAGTTACCCATGGGTGTATTGTTTCCACAATAAAACTTTTTCTACCAGATGGTATGGAAGCC 
CGGCTCCGCTCAGATGTCATCCATGCACCATTACCAAGTCCTGTTGACAAAGTTGCTGCTAAC 
ACTCCAAGTATGTACTCTCAGGAACTATTCCAGCTTTCTCAGTATCTACAGGAGGCCTTACAT 
CGGGAACAAATGTTGGAACAGAAGTTAGCCACGCTTCAGCGGCTACTAGCCATCACCCAAGAG 
GCTTCAGATACCAGTTGGCAGGCTTTAATAGATGAAGATAGACTCTTATCACGGTTAGAAGTT 
ATGGGAAACCAATTACAGGCATGCTCCAAAAATCAAACAGAAGATAGTTTACGAAAGGAACTT 
ATAGCATTACAAGAGGATAAACATAACTATGAGACAACAGCCAAAGAGTCCCTGAGGCGGGTT 
CTTCAGGAG7\AAATTGAAGTGGTTAGAAAACTTTCAGAAGTTGAGCGAAGTCTGAGTAATACT 
GAAGATGAATGTACCCATCTGAAAGAAATGAATG7VAAGGACTCAGGAAGAATTAAGAGAATTA 
GCCAACAAATATAATGGAGCAGTTAATGAGATTAAAGATTTATCTGATAAATTAAAGGTAGCA 
GAGGGAAAACAAGAGGAAATCCAACAGAAGGGACAGGCTGAGAAAAAAGAATTACAACATAAA 
ATAGATGAAATGG7\AGAAAAAGAACAGGAGCTCCAGGCAA7\AATAGAAGCTTTGCAAGCTGAT 
T^TGATTTCACCAATGAAAGGCTAACAGCTTTACAAGTACGGTTAGAACATCTTCAGGAGAAA 
ACTCTTAAAGAATGCAGCAGCTTGGCTGATCGTCGAAGGGCATCTAACCAAAGCGGTAGAAGA 
AACAAAGCTTTCAAAAGGTTTGTTTTCTGTTTTTCTATGTTTTTTGACAGTTCTTTTGGATAA 
TGAAGGTTAGTGTATATTTTCAAGGTTATAGTATTTTAACCATCAGTTTACTTCTTATAGCTC 
ACAAAATAGCAAGCCAGTAACAGTATCAGATAATATATAAAATAATCAGACTTCTGTTTTAAG 
AAGGGTATCGTAACTGGAATGTGTCTTTTTAAGTGGATGTATATTTATGGTTTTTTGAATGTT 
AGTACTTGATATAGGTTTCTTTAGGTATTAAAGATTTGTTGCAATCTCTGTCATTCCCAGCAT 
TAATTTCAGCTTTGATCTCAAATTTTAATCAAACACAATGTAAGTCGTTTGTGATACAACTTA 
AGTGA7y\CATGCTTGCACTTCTATTTTGGGGGTTACAGTACCTTTAAAATCTCTTATGATGTT 
TAATATTTCCTTAATTTTTGGCATCTCAGTTTGATTTAAACAAAATTAATGACTTTTGTGAAT 
GTAGAATCTTCTTATATTTTATGAGTAGTCCAGTAATTGCCCAAAGTAGTTTATTGTGTTAAT 
TCTGTTACAGTTGTCAGAGAAGAAAAGTGAGTTTTAAAGCACCATATTGTCAAGTCACTTTTA 
TACATAGGGAAATTAGGCAAATAAATTT.GGTGGCATGTGTTTATCATAGTAGAACTTTCATTA 
GACTATACCAGTATAAAATTTAAAACTAGATTCACAGTCCTTTTGGCCAATTAAAACATTGAG 
TTACAAAAGTTTGAGATACTTTU^TTTTAGTACATTCTATTTTATTAAAGTAACTGGATTCATT 
TGACTTTTTTAACCATGTAAGAGGATGGTGTTATTTCAAATATCTCGTGGTTTCCATTCTGAA 
TTTTGTGCACGGCAGATGCCATATTTGGGGAAAAAATGCATAGAATATGCATCATTAATATTG 
TTTTGGCAAACAGGCATTGAGTTTCAGAACAGTGAACTATTTTTAGTACATATGGCAATTTTT 
TTCACCTTATTAAAGTGAGATGAGAACAGACCTTAAAATAGCTTTTACCTCACCATCCAAATA 
CCTATTCAGATTAGTTGGTTGAATAGCCAGCACTTTGAAGTAGAGCCTTAGG 
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FIGURE 26 

MEARLRSDVIHAPLPSPVDKVAANTPSMYSQELFQLSQYLQEALHREQMLEQKLATLQRLLAI 
TQEASDTSWQALIDEDRLLSRLEVMGNQLQACSKNQTEDSLRKELIALQEDKHNYETTAKESL 
RRVLQEKIEVVRKLSEVERSLSNTEDECTHLKEMNERTQEELRELANKYNGAVNEIKDLSDKL 
KVAEGKQEEIQQKGQAEKKELQHKIDEMEEKEQELQAKIEALQADNDFTNERLTALQVRLEHL 
QEKTLKECSSLADRRRASNQSGRRNKAFKRFVFCFSMFFDSSFG 

Xmporiian-k features of the protein: 
N-glycosylation sxtes . 

amino acids 98-102, 271-275 

cAMP- and cGEbiP-dependent protein kinase phosphorylation site . 

amino acids 138-142, 267-271 

Amidation site , 

amino acids 273-277 

Tropomyosins proteins . 

amino acids 169-217 
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FIGURE 27 

GAACCTGGCGCCGCCGGAACTGATCGCGGCCTAGTCCCGACGCGTGTGTGCTAGTGAGCCGGA 

GCCGGCGACGGCGGCAGTGGCGGCCCGGCCTGCAGGAGCCCGACGGGGTCTCTGCCATGGGGG 

AGTGACGCGCCTGCACCCGCTGTTCCGCGGCAGCGGCGAGACATGAGGAGACCCCGCGACAGG 

GGCAGCGGCGGCGGCTCGTGAGCCCCGGGAgCGGAGGAGAAATACGGCGGGGACGTGCTGGCCG 

GCCCCGGCGGCGGCGGCGGCCTTGGGCCGGTGGACGTACCCAGCGCTCGATTAACAAAATATA 

TTGTGTTACTATGTTTCACTAAATTTTTGAAGGCTGTGGGACTTTTCGAATCATATGATCTCC 

TT^AAAGCTGTTCACATTGTTCAGTTCATTTTTATATTAAAACTTGGGACTGCATTTTTTATGG 

TTTTGTTTCAAAAGCCATTTTCTTCTGGGAAAACTATTACCAAACACCAGTGGATCAAAATAT 

TTAAACATGCAGTTGCTGGGTGTATTATTTCACTCTTGTGGTTTTTTGGCCTCACTCTTTGTG 

GACCACTAAGGACTTTGCTGCTATTTGAGCACAGTGATATTGTTGTCATTTCACTACTCAGTG 

TTTTGTTCACCAGTTCTGGAGGAGGACCAGCAAAGACAAGGGGAGCTGCTTTTTTCATTATTG 

CTGTGATCTGTTTATTGCTTTTTGACAATGATGATCTCATGGCTAAAATGGCTGAACACCCTG 

AAGGACATCATGACAGTGCTCTAACTCATATGCTTTACACAGCCATTGCCTTCTTAGGTGTGG 

CAGATCACAAGGGTGGAGTATTATTGCTAGTACTGGCTTTGTGTTGTAAAGTTGGTTTTCATA 

CAGCTTCCAGAAAGCTCTCTGTCGACGTTGGTGGAGCTAAACGTCTTCAAGCTTTATCTCATC 

TTGTTTCTGTGCTTCTCTTGTGCCCATGGGTCATTGTTCTTTCTGTGACAACTGAGAGTAAAG 

TGGAGTCTTGGTTTTCTCTCATTATGCCTTTTGCAACGGTTATCTTTTTTGTCATGATCCTGG 

ATTTCTACGTGGATTCCATTTGTTCAGTCAAAATGG7UVGTTTCCAAATGTGCTCGTTATGGAT 

CCTTTCCCATTTTTATTAGTGCTCTCCTTTTTGGAAATTTTTGGACACATCCAATAACAGACC 

AGCTTCGGGCTATGAACAAAGCAGCACACCAGGAGAGCACTGAACACGTCCTGTCTGGAGGAG 

TGGTAGTGAGTGCTATATTCTTCATTTTGTCTGCCAATATCTTATCATCTCCCTCTAAGAGAG 

GACAAAAAGGTACCCTTATTGGATATTCTCCTGAAGGAACACCTCTTTATAACTTCATGGGTG 

ATGCTTTTCAGCATAGCTCTCAATCGATCCCTAGGTTTATTAAGGAATCACTAAAACAAATTC 

TTGAGGAGAGTGACTCTAGGCAGATCTTTTACTTCTTGTGCTTGAATCTGCTTTTTACCTTTG 

TGGAATTATTCTATGGCGTGCTGACCAATAGTCTGGGCCTGATCTCGGATGGATTCCACATGC 

TTTTTGACTGCTCTGCTTTAGTCATGGGACTTTTTGCTGCCCTGATGAGTAGGTGGAAAGCCA 

CTCGGATTTTCTCCTATGGGTACGGCCGAATAGAAATTCTGTCTGGATTTATTAATGGACTTT 

TTCTAATAGTAATAGCGTTTTTTGTGTTTATGGAGTCAGTGGCTAGATTGATTGATCCTCCAG 

AATTAGACACTCACATGTTAACACCAGTCTCAGTTGGAGGGCTGATAGTAAACCTTATTGGTA 

TCTGTGCCTTTAGCCATGCCCATAGCCATGCCCATGGAGCTTCTCAAGGAAGCTGTCACTCAT 

CTGATCACAGCCATTCACACCATATGCATGGACACAGTGACCATGGGCATGGTCACAGCCACG 

GATCTGCGGGTGGAGGCATGAATGCTAACATGAGGGGTGTATTTCTACATGTTTTGGCAGATA 

CACTTGGCAGCATTGGTGTGATCGTATCCACAGTTCTTATAGAGCAGTTTGGATGGTTCATCG 

CTGACCCACTCTGTTCTCTTTCTACTGCTATATTAATATTTCTCAGTGTTGTTCCACTGATTA 

AAGATGCCTGCCAGGTTCTACTCCTGAGATTGCCACCAGAATATGAAAAAGAACTACATATTG 

CTTTAGAAAAGATACAGATVAATTGAAGGATTAATATCATACCGAGACCCTCATTTTTGGCGTC 

ATTCTGCTAGTATTGTGGCAGGAACAATTCATATACAGGTGACATCTGATGTGCTAGAACAAA 

GAATAGTACAGCAGGTTACAGGAATACTTAAAGATGCTGGAGTAAACAATTTAACAATTCAAG 

TGGAAAAGGAGGCATACTTTCAACATATGTCTGGCCTAAGTACTGGATTTCATGATGTTCTGG 

CTATGACAAAACAAATGGAATCCATGAAATACTGCAAAGATGGTACTTACATCATGTGAGATA 

ACTCAAGAATTACCCCTGGAGAATAAACAATGAAGATTAAATGACTCAGTATTTGTAATATTG 

CCAGAAGGATAAAAATTACACATTAACTGTACAGAAACAGAGTTCCCTACTACTGGATCAAGG 

AATCTTTCTTGAAGGAAATTTTU^TACAGAATGAAACATTAATGGTAAAAAAAA 
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FIGURE 28 

MEEKYGGDVLAGPGGGGGLGPVDVPSARLTKYIVLLCFTKFLKAVGLFESYDLLKAVHIVQFI 
FILKLGTAFFMVLFQKPFSSGKTITKHQWIKIFKHAVAGCIISLLWFFGLTLCGPLRTLLLFE 
HSDIVVISLLSVLFTSSGGGPAKTRGAAFFIIAVICLLLFDNDDLMAKMAEHPEGHHDSALTH 
MLYTAIAFLGVADHKGGVLLLVLALCCKVGFHTASRKLSVDVGGAKRLQALSHLVSVLLLCPW 
VIVLSVTTESKVESWFSLIMPFATVIFFVMILDFYVDSICSVKMEVSKCARYGSFPIFISALL 
FGNFWTHPITDQLRAMNKAAHQESTEHVLSGGVVVSAIFFILSANILSSPSKRGQKGTLIGYS 
PEGTPLYNFMGDAFQHSSQSIPRFIKESLKQILEESDSRQIFYFLCLNLLFTFVELFYGVLTN 
SLGLISDGFHMLFDCSALVMGLFAALMSRWKATRIFSYGYGRIEILSGFINGLFLIVIAFFVF 
MESVARLIDPPELDTHMLTPVSVGGLIVNLIGICAFSHAHSHAHGASQGSCHSSDHSHSHHiyiH 
GHSDHGHGHSHGSAGGGMNANMRGVFLHVLADTLGSIGVIVSTVLIEQFGWFIADPLCSLSTA 
ILIFLSVVPLIKDACQVLLLRLPPEYEKELHIALEKIQKIEGLISYRDPHFWRHSASIVAGTI 
HIQVTSDVLEQRIVQQVTGILKDAGVNNLTIQVEKEAYFQHMSGLSTGFHDVLAMTKQMESMK 
YCKDGTYIM 

Important features of the protein: 
Signal peptide : 

amino acids 1-4 6 
TransmenJbrane domains : 

amino acids 59-77, 101-119, 150-167, 205-223, 239-258, 267-284, 
305-324, 343-360, 421-440, 452-469, 486-505, 522-539, 592-612, 
621-641 

N-glycosylation site . 

amino acids 721-725 

Glycosaminoglycan attachment site . 

amino acids 143-147 

cAKP- and cOdP-dependent protein kinase phosphorylation site . 

amino acids 225-229 

Tyrosine kinase phosphorylation sites . 

amino acids 750-758, 756-764 
N-myristoylation sites . 

amino acids 14-20, 46-52, 102-108, 112-118, 144-150, 317-323, 
347-353, 369-375, 372-378, 437-443, 462-468, 529-535, 549-555, 
553-559, 579-585, 582-588, 583-589, 584-590, 605-611, 737-743 
Multicopper oxidases protein: 
amino acids 561-569 
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FIGURE 29 

GGCACGAGGGCAGGATATTAGAAATGGCTACTCCCCAGTCAATTTTCATCTTTGCAATCTGCA 
TTTTAATGATAACAGAATTAATTCTGGCCTCAAAAAGCTACTATGATATCTTAGGTGTGCCAA 
AATCGGCATCAGAGCGCCAAATCAAGAAGGCCTTTCACAAGTTGGCCATGAAGTACCACCCTG 
ACAAAAATAAGAGCCCGGATGCTGAAGCAAAATTCAGAGAGATTGCAGAAGCATATGAAACAC 
TCTCAGATGCTAATAGACGAAAAGAGTATGATACACTTGGACACAGTGCTTTTACTAGTGGTA 
AAGGACAAAGAGGTAGTGGAAGTTCTTTTGAGCAGTCATTTAACTTCAATTTTGATGACTTAT 
TTAAAGACTTTGGCTTTTTTGGTCAAAACCAAAACACTGGATCCAAGAAGCGTTTTGAAAATC 
ATTTCCAGACACGCCAGGATGGTGGTTCCAGTAGACAAAGGCATCATTTCCAAGAATTTTCTT 
TTGGAGGTGGATTATTTGATGACATGTTTGAAGATATGGAGAAAATGTTTTCTTTTAGTGGTT 
TTGACTCTACCAATCAGCATACAGTACAGACTGAAAATAGATTTCATGGATCTAGCAAGCACT 
GCAGGACTGTCACTCAACGAAGAGGAAATATGGTTACTACATACACTGACTGTTCAGGACAGT 
AGTTCTTATTCTATTCTCACTAAATCCAACTGGTTGACTCTTCCTCATTATCTTTGATGCTAA 
ACAATTTTCTGTGAACTATTTTGACAAGTGCATGATTTCACTTTAAACAATTTGATATAGCTA 
TTAAATATATTTAAGGGTTTTTTTTTTTGACAAATTCAACATTCAACGAGTAGACAAAATGCT 
AATTATTTCCCTGATTAGGAAAGTTTCTTTAAAAAACACGTAATTTTGCCTAGTGCTTTTTCT 
CTACCTGCCCTTGGGCTCACTAATATCACCAGTATTATTACCAAGAAAATATTGAGTTTACCT 
GATTAAACTTTAAAAGTTAATTGTAGATTTAAATTGTGTGAACCTAATGATTTTTGCAGTGAA 
ACCTTTACTAATTCAAAGTTGCATGTTCTATGACATCTGTGACTTGCGTTGCAGAGTGTACAT 
GAAACTGTATAATTGAGTCATTCAGTAAAGGAGAACAGTATCTTGGTTAATTGCTACTG^iAAG 
GTTGAGAAAGGAATGGTTTGATATTTACCACAGCGCTGTGCCTTTCTACAGTAGAACTGGGGT 
AAAGGAAATGGTTTTATTGCCCATAGTCATTTAGGCTGGAAAAAAGTTGAAAACTTAACGAAA 
TATTGCCAAGAGATTGTTATGTGTTTGGTTCCAGCCTAAAAATGATTTTGTAGTGTTGTUy^TC 
ATAGCTACTTACATAGCTTTTTCATATTTCTTTCTTAGTTGTTGGCACTCTTAGGTCTTAGTA 
TGGATTTATGTGTTTGTGTGTGTGTAGTTTATCCTCTCTCTCATCTTTATCTAGAGATTGACT 
GATACCTCATTCTGTTTGTAAAACCAGCCAGTAATTTCTGTGCAACCTTACTATGTGCAATAT 
TTTTAAATCCTGAGAAATGTGTGCTTTTGTTTTCGGATAGACTTATTTCTTTAGTTCTGCACT 
TTTCCACATTATACTCCATATGAGTATTAATCCTATGGATACATATTi\AAACAAGTGTCTCAT 



BNSDOCtO: <WO 0140466A2_I_> 



wo 01/40466 



PCT/USOO/32678 



30/550 

FIGURE 30 

MATPQSIFIFAICILMITELILASKSYYDILGVPKSASERQIKKAFHKLAMKYHPDKNKSPDA 
EAKFREIAEAYETLSDANRRKEYDTLGHSAFTSGKGQRGSGSSFEQSFNFNFDDLFKDFGFFG 
QNQNTGSKKRFENHFQTRQDGGSSRQRHHFQEFSFGGGLFDDMFEDMEKMFSFSGFDSTNQHT 
VQTENRFHGSSKHCRTVTQRRGNMVTTYTDCSGQ 

Impor-ban-t feat:uxes of the protein: 
Signal peptide: 

amino acids 1-23 

Nt-dnaJ domain signature. 

amino acids 27-59, 66-90 

Glycosaminoglycan attachment site . 

amino acids 96-100 

N-myristoylation sites . 

amino acids 32-38, 99-105, 102-108, 126-132, 211-217 
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FIGURE 31 

AAAGTTACATTTTCTCTGGAACTCTCCTAGGCCACTCCCTGCTGATGCAACATCTGGGTTTGG 
GCAGAAAGGAGGGTGCTTCGGAGCCCGCCCTTTCTGAGCTTCCTGGGCCGGCTCTAGAACAAT 
TCAGGCTTCGCTGCGACTCAGACCTCAGCTCCAACATATGCATTCTGi\AGAAAGATGGCTGAG 
ATGGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGGTCAAACTGAGTCTACCAA ATG 
CAGACTTTCACAATGGTTCTAGAAGAAATCTGGACAAGTCTTTTCATGTGGTTTTTCTACGCA 
TTGATTCCATGTTTGCTCACAGATGAAGTGGCCATTCTGCCTGCCCCTCAGAACCTCTCTGTA 
CTCTCAACCAACATGAAGCATCTCTTGATGTGGAGCCCAGTGATCGCGCCTGGAGAAACAGTG 
TACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCTGTACACGAGCCACATCTGGATCCCC 
AGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTGATGTCACTGATGACATCACGGCCACT 
GTGCCATACAACCTTCGTGTCAGGGCCACATTGGGCTCACAGACCTCAGCCTGGAGCATCCTG 
7VAGCATCCCTTTAATAGAAACTCAACCATCCTTACCCGACCTGGGATGGAGATCACCAAAGAT 
GGCTTCCACCTGGTTATTGAGCTGGAGGACCTGGGGCCCCAGTTTGAGTTCCTTGTGGCCTAC 
TGGAGGAGGGAGCCTGGTGCCGAGGAACATGTCAAAATGGTGAGGAGTGGGGGTATTCCAGTG 
CACCTAGAAACCATGGAGCCAGGGGCTGCATACTGTGTGAAGGCCCAGACATTCGTGAAGGCC 
ATTGGGAGGTACAGCGCCTTCAGCCAGACAGAATGTGTGGAGGTGCAAGGAGAGGCCATTCCC 
CTGGTACTGGCCCTGTTTGCCTTTGTTGGCTTCATGCTGATCCTTGTGGTCGTGCCACTGTTC 
GTCTGGAAAATGGGCCGGCTGCTCCAGTACTCCTGTTGCCCCGTGGTGGTCCTCCCAGACAeC 
TTGAAAATAACCAATTCACCCCAGAAGTTAATCAGCTGCAGAAGGGAGGAGGTGGATGCCTGT 
GCCACGGCTGTGATGTCTCCTGAGGAACTCCTCAGGGCCTGGATCTCATAGGTTTGCGGAAGG 
GCCCAGGTGAAGCCGAGAACCTGGTCTGCATGACATGGAAACCATGAGGGGACAAGTTGTGTT 
TCTGTTTTCCGCCACGGACAAGGGATGAGAGAAGTAGGAAGAGCCTGTTGTCTACAAGTCTAG 
AAGCAACCATCAGAGGCAGGGTGGTT.TGTCTAACAGAACACTGACTGAGGCTTAGGGGATGTG 
ACCTCTAGACTGGGGGCTGCCACTTGCTGGCTGAGCAACCCTGGGAAAAGTGACTTCATCCCT 
TCGGTCCTAAGTTTTCTCATCTGTAATGGGGGAATTACCTACACACCTGCTAAACACACACAC 
ACAGAGTCTCTCTCTATATATACACACGTACACATAAATACACCCAGCACTTGCAAGGCTAGA 
GGGAAACTGGTGACACTCTACAGTCTGACTGATTCAGTGTTTCTGGAGAGCAGGACATAAATG 
TATGATGAGAATGATCAAGGACTCTACACACTGGGTGGCTTGGAGAGCCCACTTTCCCAGAAT 
AATCCTTGAGAGAAAAGGAATCATGGGAGCAATGGTGTTGAGTTCACTTCAAGCCCAATGCCG 
GTGCAGAGGGGAATGGCTTAGCGAGCTCTACAGTAGGTGACCTGGAGGAAGGTCACAGCCACA 
CTGAAAATGGGATGTGCATGAACACGGAGGATCCATGAACTACTGTAAAGTGTTGACAGTGTG 
TGCACACTGCAGACAGCAGGTGAAATGTATGTGTGCAATGCGACGAGAATGCAGAAGTCAGTA 
ACATGTGCATGTTTGTTGTGCTCCTTTTTTCTGTTGGTAAAGTACAGAATTCAGCAAATAAAA 
AGGGCCACCCTGGCCAAAAGCGGTAAAAAAAAAAAAAAAA 



BNSDOCID: <WO 0140466A2_L> 



wo 01/40466 PCT/USOO/32678 



32/550 

FIGURE 32 

MQTFTMVLEEIWTSLFMWFFYALIPCLLTDEVAILPAPQNLSVLSTNMKHLLMWSPVIAPGET 
VYYSVEYQGEYESLYTSHIWIPSSWCSLTEGPECDVTDDITATVPYNLRVRATLGSQTSAWSI 
LKHPFNRNSTILTRPGMEITKDGFHLVIELEDLGPQFEFLVAYWRREPGAEEHVKMVRSGGIP 
VHLETMEPGAAYCVKAQTFVKAIGRYSAFSQTECVEVQGEAIPLVLALFAFVGFMLILWVPL 
FVWKMGRLLQYSCCPVWLPDTLKITNSPQKLISCRREEVDACATAVMSPEELLRAWIS 

Important features : 
Signal peptide : 

amino acids 1-29 

Transmembrane domain : 

amino acids 230-255 



N-glycosylatlon sites . 

amino acids 40-44, 134-138 

Tissue factor proteins . 

amino acids 92-120 

Integrlns alpha chain proteins . 

amino acids 232-263 
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FIGURE 33 



GAGACACGCGAGCGGGGAGACCTCCAAGGCAGCGAGGCATCGGACATGTGTCAGCACATCTGG 

GGCGCACATCCGTCGAGCCCGAGGGGAGATTTGCCGGAACAATTCAAACTGCGATATTGATCT 

TGGGGGTGACTGTCCCTGGCCGGCTGTCGGGTGGGAGTGCGAGTGTGCACTCGCTCGGAAGTG 

TGTGCGAGTGTGTATGTGTGTGTGCCGTGTCGGGCTCCCCCCTTCCCCCCGTTTTCCCGTCGA 

GTGATGCACTTGGAATGAGAATCAGAGGATGGAAATAGTCTGGGAGGTGCTTTTTCTTCTTCA 

AGCCAATTTCATCGTCTGCATATCAGCTCAACAGAATTCACCAAAAATCCATGAAGGCTGGTG 

GGCATACAAGGAGGTGGTCCAGGGAAGCTTTGTTCCAGTTCCTTCTTTCTGGGGATTGGTGAA 

CTCAGCTTGGAATCTTTGCTCTGTGGGGAAACGGCAGTCGCCAGTCAACATAGAGACCAGTCA 

CATGATCTTCGACCCCTTTCTGACACCTCTTCGCATCAACACGGGGGGCAGGAAGGTCAGTGG 

GACCATGTACAACACTGGAAGACACGTATCCCTTCGCCTGGACAAGGAGCACTTGGTCAACAT 

ATCTGGAGGGCCCATGACATACAGCCACCGGCTGGAGGAGATCCGACTACACTTTGGGAGTGA 

GGACAGCCAAGGGTCGGAGCACCTCCTCAATGGACAGGCCTTCTCTGGGGAGGTGCAGCTCAT 

CCACTATAACCATGAGCTATATACGAATGTCACAGAAGCTGCAAAGAGTCCAAATGGATTGGT 

GGTAGTTTCTATATTTATAAAAGTTTCTGATTCATCAAACCCATTTCTTAATCGAATGCTCAA 

CAGAGATACTATCACAAGAATAACATATAAAAATGATGCATATTTACTACAGGGGCTTAATAT 

AGAGGAACTATATCCAGAGACCTCTAGTTTCATCACTTACGATGGGTCGATGACTATCCCACC 

CTGCTATGAGACAGCAAGTTGGATCATAATGAACAAACCTGTCTATATAACCAGGATGCAGAT 

GCATTCCTTGCGCCTGCTCAGCCAGAACCAGCCATCTCAGATCTTTCTGAGCATGAGTGACAA 

CTTCAGGCCTGTCCAGCCACTCAACAACCGCTGCATCCGCACCAATATCAACTTCAGTTTACA 

GGGGAAGGACTGT.CCAAACAACCGAGCCCAGAAGCTTCAGTATAGAGTAAATGAATGGCTCCT 

CAAGTAGGGAACAAAGCCAAGAAGAATCCCACCTCAGTGAAATGCTACAACTGTGAATTGACG 

TAACCTAGAATGTCCCCCTTCTTGCTTCTCTCTCCTTCTTTCCCCCAAGCCTCATTCATTCTT 

GGGATTGGCCCTTTCTTCATGAAAAGTGTCTGCGAAACCATGGCAGAGGAATACATCTCTCAC 

ACATACTCACAAACACACACACAAGCACTTGCACATACATACAAACACATGCAAACATACCTA 

CACACACACACTCTCTTACAACCTCCATCATGGGAAGTCAAGTTTCAGAAACAAAAGTCTCAT 

TCATAAGAGGTCTTAGAAGAAAATAACCAGTTAACCTGATTTCAATTTTGATACCGTTTTCCT 

GAACTAATAAATCTACCCAATGAGACTTTTCAGCCTTTGTACATACA7\AATTCTTCCAAAAGA 

GAGAGGAGAAAATACAGCTCTGATGGCATCAAACGGACTTTGCATCAAGTi\ATTTCAGATAGT 

GTCCTAGGATCCTTTGAGGGTGCTGGTAGCAGGTGAGCAGGACAAAGTTGACCAAGGACACTT 

ATTTCTAGATTATGATTCTTCTGTTTACTCAACAATTTACAAAGAAAAAAAGGACAGACATTG 

AAGAGCTACACATTGTATATATATCACCACAGACTATAAGGAAATGGAATTATTTCCCTCTTT 

GTCACATATCTGTAGTAGGATTTGCCAAGATCAGAAATGATCCATTTGCTGTTTCTTGTTTTC 

CAAAGGTCATACATTGTGTTTGGTTATTGTTACCAGCTCAATAAATGTGTTTAACGAGTTAAT 

TTCATTTTTCTGGCTTTGGTCTGTTCTCCTTCCTTACAGGCTAAGCCCTGGCTCCATGCAACT 

GCATTCTTTGATTTCACTTGTTCCTTCATCTACATGTTTTGTTCATTTGCAGCCAGTTTTTAC 

TGAGTTTGTGGCAATCAGGAATGCATTTGCTAAGCAAGTATGACTTTAATTCCACTCCATGGC__ 

TCAATCATTCACATGAGGTGAGCTTCAGCCTGAGATAGCAGGCGACAGACTTCTTGCGTTTCA 

7VAACTGCCATGCCCCCCTGTGATGCTCCCGTGAAGGAATGCACTTTGCCTTGTAAGTTCCTGG 

GAAAGGGGTATGTTTTCTCTCCAGGTGCAGCCAGATCTCACAAAGTACAAAACGAATGCCTTT 

CTTTTCTTGTTTATAATGGTCACTCACTGTGTTTGGTTACTGTCAAGAAATCAATAAATGTGT 

TTAACAAGTTA 
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FIGURE 34 

MEIVWEVLFLLQANFIVCISAQQNSPKIHEGWWAYKEVVQGSFVPVPSFWGLVNSAWNLCSVG 
KRQSPVNIETSHMIFDPFLTPLRINTGGRKVSGTMYNTGRHVSLRLDKEHLVNISGGPMTYSH 
RLEE I RLHFGSEDSQGSEHLLNGQAFSGEVQL I HYNHEL YTNVTEAAKS PNGLVWS I FI KVS 
DSSNPFLNRMLNRDTITRITYKNDAYLLQGLNIEELYPETSSFITYDGSMTIPPCYETASWII 
MNKPVYITRMQMHSLRLLSQNQPSQIFLSMSDNFRPVQPLNNRCIRTNINFSLQGKDCPNNRA 
QKLQYRVNEWLLK 

Impor'tant: fea'tures : 
Signal peptide: 

amino acids 1-20 

Eukaryo'tlc-'type carbonic anhydrases prcbelns . 

amino acids 126-162, 220-269, 43-91 

N-glycosylatlon slt:es . 

amino acids 116-119, 168-171, 302-305 
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FIGURE 35 

GTCGGAACCCCCTCAGGCCACCCTCGGGAGTCCTGGGGTCCAGAGGGGTGTCCCTGTACCCCTTGCAC 

ACAGGACCCTCACTCTGCAGGGATAAGCCAGCTGCGCCTGCAGCCTAGGGTGCCAAGGAGGCTGCTGA 

TTGTGGCCCACAGCCTCATCTGAACGCCAGGAGACCAGGATACCGAGGCACCGGATCCCCTCTCTGTG 

CCCTGGGGAGCCCCAGTGCTGCCCAGTCACCCCAGGGCTGAGGTCTGCGTCCCTAGTGGTGCAAGGCC 

TGGTAGGACCACGGGGCAGGGAATGTGAGCGCCATCCGAGCTCACGGTGTCCTGAGTCGCGGCTTCGT 

GACTTTGGCAGGGGCCTCCGGACCAGTGACCCCAGTCAAACCCAGAGGGTCTTGGGCGGCAGCGACGA 

AGGAGGTATTCAGGCTCCAGGCCAGGTGGGGCCGGACGCCCCCAGCCATCCACCATGGTGGTGGCACA 

CCCCACCGCCACTGCCACCACCACGCCCACTGCCACTGTCACGGCCACCGTTGTGATGACCACGGCCA 

CCATGGACCTGCGGGACTGGCTGTTCCTCTGCTACGGGCTCATCGCCTTCCTGACGGAGGTCATCGAC 

AGCACCACCTGCCCCTCGGTGTGCCGCTGCGACAACGGCTTCATCTACTGCAACGACCGGGGACTCAC 

ATCCATCCCCGCAGATATCCCTGATGACGCCACCACCCTCTACCTGCAGAACAACCAGATCAACAACG 

CCGGCATCCCCCAGGACCTCAAGACCAAGGTCAACGTGCAGGTCATCTACCTATACGAGAATGACCTG 

GATGAGTTCCCCATCAACCTGCCCCGCTCCCTCCGGGAGCTGCACCTGCAGGACAACAATGTGCGCAC 

CATTGCCAGGGACTCGCTGGCCCGCATCCCGCTGCTGGAGAAGCTGCACCTGGATGACAACTCCGTGT 

CCACCGTCAGCATTGAGGAGGACGCCTTCGCCGACAGCAAACAGCTCAAGCTGCTCTTCCTGAGCCGG 

AACCACCTGAGCAGCATCCCCTCGGGGCTGCCGCACACGCTGGAGGAGCTGCGGCTGGATGACAACCG 

CATCTCCACCATCCCGCTGCATGCCTTCAAGGGCCTCAACAGCCTGCGGCGCCTGGTGCTGGACGGTA 

ACCTGCTGGCCAACCAGCGCATCGCCGACGACACCTTCAGCCGCCTACAGAACCTCACAGAGCTCTCG 

CTGGTGCGCAATTCGCTGGCCGCGCCACCCCTCAACCTGCCCAGCGCCCACCTGCAGAAGCTCTACCT 

GCAGGACAATGCCATCAGCCACATCCCCTACAACACGCTGGCCAAGATGCGTGAGCTGGAGCGGCTGG 

ACCTGTCCAACAACAACCTGACCACGCTGCCCCGCGGCCTGTTCGACGACCTGGGGAACCTGGCCCAG 

CTGCTGCTCAGGAACAACCCTTGGTTTTGTGGCTGCAACCTCATGTGGCTGCGGGACTGGGTGAAGGC 

ACGGGCGGCCGTGGTCAACGTGCGGGGCCTCATGTGCCAGGGCCCTGAGAAGGTCCGGGGCATGGCCA 

TCAAGGACATTACCAGCGAGATGGACGAGTGTTTTGAGACGGGGCCGCAGGGCGGCGTGGCCAATGCG 

GCTGCCAAGACCACGGCCAGCAACCACGCCTCTGCCACCACGCCCCAGGGTTCCCTGTTTACCCTCAA 

GGCCAAAAGGCCAGGGCTGCGCCTCCCCGACTCCAACATTGACTACCCCATGGCCACGGGTGATGGCG 

CCAAGACCCTGGCCATCCACGTGAAGGCCCTGACGGCAGACTCCATCCGCATCACGTGGAAGGCCACG 

CTCCCCGCCTCCTCTTTCCGGCTCAGTTGGCTGCGCCTGGGCCACAGCCCAGCCGTGGGCTCCATCAC 

GGAGACCTTGGTGCAGGGGGACAAGACAGAGTACCTGCTGACAGCCCTGGAGCCCAAGTCCACCTACA 

TCATCTGCATGGTCACCATGGAGACCAGCAATGCCTATGTAGCTGATGAGACACCCGTGTGTGCCAAG 

GCAGAGACAGCCGACAGCTATGGCCCTACCACCACACTCAACCAGGAGCAGAACGCTGGCCCCATGGC 

GAGCCTGCCCCTGGCGGGCATCATCGGCGGGGCAGTGGCTCTGGTCTTCCTCTTCCTGGTCCTGGGGG 

CCATCTGCTGGTACGTGCACCAGGCTGGCGAGCTGCTGACCCGGGAGAGGGCCTACAACCGGGGCAGC 

AGGAAAAAGGATGACTATATGGAGTCAGGGACCAAGAAGGATAACTCCATCCTGGAAATCCGCGGCCC 

TGGGCTGCAGATGCTGCCCATCAACCCGTACCGCGCCAAAGAGGAGTACGTGGTCCACACTATCTTCC 

CCTCCAACGGCAGCAGCCTCTGCAAGGCCACACACACCATTGGCTACGGCACCACGCGGGGCTACCGG 

GACGGCGGCATCCCCGACATAGACTACTCCTACACATGATGCCCGCCCACCCGGGCTGCCCCGCCTCA 

GCCCCAGCTGCCCTGGCGTGGCCATGTGGCTTTGCCCAGCCTGCTGCAATCCAAGAGAGCAAGGAAGA 

GAAATTCCATGGGTGACTTTCCTCCGCAGAAAGCAAAGTTTGGGGAGGGCTGACGATTTTGTAGAACA 

CAACAGTGACAATTTTTTTTAAAAGAATAGAAGGCAGGAGGGGGAATTCGACATTGTTGAAGACATAA 

TTTATACCAAGTTATGCCAGTTGGGGAGGGAAGGACTAAAAATAATATTGCAGGCAGGGCTGGGTTGG 

QTTTTTTTTT:T:TCCCCCCT:GAACTGGAAGGATACTACCTGTACAACATCTGTGGACACCTCArGCTCT 

GTTCAAGGCCATCACAAAGGAACCGCCAGGGAGAAGCAGCCGGCTCTCAAAGCTCCCACGCAGCTCTC 

CCGCCACTGGCCACTCGCTGGCGACCCGATGGAAGGTTTTCAGGCTCCTCACAAAGGAGAGAGGGAAG 

AAAAGATCTTTTGCCCTGGAGATATGGTCCTGAAATCTCTCCCCTGGCTTATTCCATACCATTTCCCT 

TGCAGATTTGCAGAAACATGGCATCTTTCACTGCATTCTTTGAACAATCATGTAGTCGATTAAAAAAA 

AAAACAAACTTTTTTTTCCTAGGCTGAAGCCCTCTTCAGTTCCATGCACCACGCTCCGTAGAAGCCCC 

GGCGGAAGCCGTAGCTTTCCCTGCCACCTGGAGGTGCATCTGTCTGCCTGTCTATCCCTGTCGCGGTG 

TCTCTAAGTACAGATGGGTAGATAGAGCCACATGCACGGTCCTTACCGTTCTTCTTGGGTCAGTTCTT 

ACCATTTCCTGAACAATAGAATTGTGAAAGTGTTAAAAA 
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FIGURE 36 

MWAHPTATATTTPTATVTATVVMTTATMDLRDWLFLCYGLIAFLTEVIDSTTCPSVCRCDNG 
FIYCNDRGLTSIPADIPDDATTLYLQNNQINNAGIPQDLKTKVNVQVIYLYENDLDEFPINLP 
RSLRELHLQDNNVRTIARDSLARIPLLEKLHLDDNSVSTVSIEEDAFADSKQLKLLFLSRNHL 
SSIPSGLPHTLEELRLDDNRISTIPLHAFKGLNSLRRLVLDGNLLANQRIADDTFSRLQNLTE 
LSLVRNSLAAPPLNLPSAHLQKLYLQDNAISHIPYNTLAKMRELERLDLSNNNLTTLPRGLFD 
DLGNLAQLLLRNNPWFCGCNLMWLRDWVKARAAVVNVRGLMCQGPEKVRGMAIKDITSEiyiDEC 
FETGPQGGVANAAAKTTASNHASATTPQGSLFTLKAKRPGLRLPDSNIDYPMATGDGAKTLAI 
HVKALTADSIRITWPCATLPASSFRLSWLRLGHSPAVGSITETLVQGDKTEYLLTALEPKSTYI 
ICMVTMETSNAYVADETPVCAKAETADSYGPTTTLNQEQNAGPMASLPLAGIIGGAVALVFLF 
LVLGAICWYVHQAGELLTRERAYNRGSRKKDDYMESGTKKDNSILEIRGPGLQMLPINPYRAK 
EEYVVHTIFPSNGSSLCKATHTIGYGTTRGYRDGGIPDIDYSYT 

Important features of the protein: 
Transmembrane domaxn : 

amino acids 552-573 

N-glycosylation sites . 

amino acids 249-252, 305-308, 642-645 

Leucine zipper pattern . 

amino acids 182-203, 299-320 

Phospholipase A2 aspartic acid active site. 

amino acids 57-67 
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FIGURE 37 



GGTGACTGAAGCGAGCCTGGCCTCTTGCATCCTCCGCCTGTGTACCTCCCTCCCCTTTTTTTCCGCCT 
TCTGCCAGCAGAAGCAGCAGCCGCAGCACCTGAGCCGCTACTGCCGCTCACTCAGGACAACGCTATGG 
CTGAGCCTGGGCACAGCCACCATCTCTCCGCCAGAGTCAGGAGAAGAACTGAGAGGCGCATACCCCGG 
CTGTGGCGGCTGCTGCTCTGGGCTGGGACCGCCTTCCAGGTGACCCAGGGAACGGGACCGGAGCTTCA 
TGCCTGCAAAGAGTCTGAGTACCACTATGAGTACACGGCGTGTGACAGCACGGGTTCCAGGTGGAGGG 
TCGCCGTGCCGCATACCCCGGGCCTGTGCACCAGCCTGTCTGACCCCGTCAAGGGCACCGAGTGCTCC 
TTCTCCTGCAACGCCGGGGAGTTTCTGGATATGAAGGACCAGTCATGTAAGCCATGCGCTGAGGGCCG 
CTACTCCCTCGGCACAGGCATTCGGTTTGATGAGTGGGATGAGCTGCCCCATGGCTTTGCCAGCCTCT 
CAGCCAACATGGAGCTGGATGACAGTGCTGCTGAGTCCACCGGGAACTGTACTTCGTCCAAGTGGGTT 
CCCCGGGGCGACTACATCGCCTCCAACACGGACGAATGCACAGCCACACTGATGTACGCCGTCAACCT 
GAAGCAATCTGGCACCGTTAACTTCGAATACTACTATCCAGACTCCAGCATCATCTTTGAGTTTTTCG 
TTCAGAATGACCAGTGCCAGCCCAATGCAGATGACTCCAGGTGGATGAAGACCACAGAGAAAGGATGG 
GAATTCCACAGTGTGGAGCTAAATCGAGGCAATAATGTCCTCTATTGGAGAACCACAGCCTTCTCAGT 
ATGGACCAAAGTACCCAAGCCTGTGCTGGTGAGAAACATTGCCATAACAGGGGTGGCCTACACTTCAG 
AATGCXTCCCCTGCAAACCTGGCACGTATGCAGACAAGCAGGGCTCCTCTTTCTGCAAACTTTGCCCA 
GCCAACTCTTATTCAAATAAAGGAGAAACTTCTTGCCACCAGTGTGACCCTGACAAATACTCAGAGAA 
AGGATCTTCTTCCTGTAACGTGCGCCCAGCTTGCACAGACAAAGATTATTTCTACACACACACGGCCT 
GCGATGCCAACGGAGAGACACAACTCATGTACAAATGGGCCAAGCCGAAAATCTGTAGCGAGGACCTT 
GAGGGGGCAGTGAAGCTGCCTGCCTCTGGTGTGAAGACCCACTGCCCACCCTGCAACCCAGGCTTCTT 
C7VAAACCAACAACAGCACCTGCCAGCCCTGCCCATATGGTTCCTACTCCAATGGCTCAGACTGTACCC 
GCTGCCCTGCAGGGACTGAACCTGCTGTGGGATTTGAATACAAATGGTGGAACACGCTGCCCACAAAC 
ATGGAAACGACCGTTCTCAGTGGGATCAACTTCGAGTACAAGGGCATGACAGGCTGGGAGGTGGCTGG 
TGATCACATTTACACAGCTGCTGGAGCCTCAGACAATGACTTCATGATTCTCACTCTGGTTGTGCCAG 
GATTTAGACCTCCGCAGTCGGTGATGGCAGACACAGAGAATAAAGAGGTGGCCAGAATCACATTTGTC 
TTTGAGACCCTCTGTTCTGTGAACTGTGAGCTCTACTTCATGGTGGGTGTGAATTCTAGGACCAACAC 
TCCTGTGGAGACGTGGAAAGGTTCCAAAGGCAAACAGTCCTATACCTACATCATTGAGGAGAACACTA 
CCACGAGCTTCACCTGGGCCTTCCAGAGGACCACTTTTCATGAGGCAAGCAGGAAGTACACCAATGAC 
GTTGCCAAGATCTACTCCATCAATGTCACCAATGTTATGAATGGCGTGGCCTCCTACTGCCGTCCCTG 
TGCCCTAGAAGCCTCTGATGTGGGCTCCTCCTGCACCTCTTGTCCTGCTGGTTACTATATTGACCGAG 
ATTCAGGAACCTGCCACTCCTGCCCCCCTAACACAATTCTGAAAGCCCACCAGCCTTATGGTGTCCAG 
GCCTGTGTGCCCTGTGGTCCAGGGACCAAGAACAACAAGATCCACTCTCTGTGCTACAATGATTGCAC 
CTTCTCACGCAACACTCCAACCAGGACTTTCAACTACAACTTCTCCGCTTTGGCAAACACCGTCACTC 
TTGCTGGAGGGCCAAGCTTCACTTCCAAAGGGTTGAAATACTTCCATCACTTTACCCTCAGTCTCTGT 
GGAAACCAGGGTAGGAAAATGTCTGTGTGCACCGACAATGTCACTGACCTCCGGATTCCTGAGGGTGA 
GTCAGGGTTCTCCAAATCTATCACAGCCTACGTCTGCCAGGCAGTCATCATCCCCCCAGAGGTGACAG 
GCTACAAGGCCGGGGTTTCCTCACAGCCTGTCAGCCTTGCTGATCGACTTATTGGGGTGACAACAGAT 
ATGACTCTGGATGGAATCACCTCCCCAGCTGAACTTTTCCACCTGGAGTCCTTGGGAATACCGGACGT 
GATCTTCTTTTATAGGTCCAATGATGTGACCCAGTCCTGCAGTTCTGGGAGATCAACCACCATCCGCG 
TCAGGTGCiLGTCCACAGAAAACTG^^^ _ 

TGTGATGGCTGCAACTTCCACTTCCTGTGGGAGAGCGCGGCTGCTTGCCCGCTCTGCTCAGTGGCTGA 

CTACCATGCTATCGTCAGCAGCTGTGTGGCTGGGATCCAGANGACTACTTACGTGTGNCGAGAACCCA 

AGCTATGCTCTGGTGGCATTTCTCTGCCTGAGCAGAGAGTCACCATCTGCAAAACCATAGATTTCTGG 

CTGAAAGTGGGCATCTCTGCAGGCACCTGTACTGCCATCCTGCTCACCGTCTTGACCTGCTACTTTTG 

GAAAAAGAATCAAAAACTAGAGTACAAGTACTCCAAGCTGGTGATGAATGCTACTCTCAAGGACTGTG 

ACCTGCCAGCAGCTGACAGCTGCGCCATCATGGAAGGCGAGGATGTAGAGGACGACCTCATCTTTACC 

AGCAAGAAGTCACTTTTTGGGAAGATCAAATCATTTACCTCCAAGAGGACTCCTGATGGATTTGACTC 

AGTGCCGCTGAAGACATCCTCAGGAGGCCCAGACATGGACCTGTGAGAGGCACTGCCTGCCTCACCTG 

CCTCCTCACCTTGCATAGCACCTTTGCAAGCCTGCGGCGATTTGGGTGCCAGCATCCTGCAACACCCA 

CTGCTGGAAATCTCTTCATTGTGGCCTTATCAGATGTTTGAATTTCAGATCTTTTTTTATAGAGTACC 

CAAACCCTCCTTTCTGCTTGCCTCAAACCTGCCAAATATACCCACATTTTTTTTTAAAAAAAAAAAAA 

AAAAAAAAAT^AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA^ 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 38 



MAEPGHSHHLSARVRRRTERRIPRLWRLLLWAGTAFQVTQGTGPELHACKESEYHYEYTACDS 
TGSRWRVAVPHTPGLCTSLSDPVKGTECSFSCNAGEFLDMKDQSCKPCAEGRYSLGTGIRFDE 
WDELPHGFASLSANMELDDSAAESTGNCTSSKWVPRGDYIASNTDECTATLMYAVNLKQSGTV 
NFEYYYPDSSIIFEFFVQNDQCQPNADDSRWMKTTEKGWEFHSVELNRGNNVLYWRTTAFSVW 
TKVPKPVLVRNIAITGVAYTSECFPCKPGTYADKQGSSFCKLCPANSYSNKGETSCHQCDPDK 
YSEKGSSSCNVRPACTDKDYFYTHTACDANGETQLMYKWAKPKICSEDLEGAVKLPASGVKTH 
CPPCNPGFFKTNNSTCQPCPYGSYSNGSDCTRCPAGTEPAVGFEYKWWNTLPTNiyiETTVLSGI 
N FE YKGMTGWE VAG DH I YTAAG AS DN D FM I LTL VV PG FR P PQS VMADT EN KE VAR I T FV FET L 
CSVNCELYFMVGVNSRTNTPVETWKGSKGKQSYTYIIEENTTTSFTWAFQRTTFHEASRKYTN 
DVAKIYSINVTNVMNGVASYCRPCALEASDVGSSCTSCPAGYYIDRDSGTCHSCPPNTILKAH 
QPYGVQACVPCGPGTKNNKIHSLCYNDCTFSRNTPTRTFNYNFSALANTVTLAGGPSFTSKGL 
KYFHHFTLSLCGNQGRKMSVCTDNVTDLRIPEGESGFSKSITAYVCQAVIIPPEVTGYE^GVS 
SQPVSLADRLIGVTTDMTLDGITSPAELFHLESLGIPDVIFFYRSNDVTQSCSSGRSTTIRVR 
CSPQKTVPGSLLLPGTCSDGTCDGCNFHFLWESAAACPLCSVADYHAIVSSCVAGIQXTTYVX 
REPKLCSGGISLPEQRVTICKTIDFWLKVGISAGTCTAILLTVLTCYFWKKNQKLEYKYSKLV 
MNATLKDCDLPAADSCAIMEGEDVEDDLIFTSKKSLFGKIKSFTSKRTPDGFDSVPLKTSSGG 
PDMDL 



Jmpor-tant: features of the protein: 
U-glycosylation sxtes : 

amino acids 153-156, 390-393, 391-394, 404-407, 544-547, . 576-579, 
672-675, 717-720, 947-950 

cAMP- and cGMP -dependent protein kinase phosphorylation sites : 

amino acids 15-18, 563-565, 709-712 
Casein kinase II phosphorylation sites: 

amino acids 42-45, 59-62, 81-84, 146-149, 168-171, 282-285, 331- 
334, 340-343, 431-434, 449-452, 465-468, 523-526, 557-560, 761- 
764, 780-783, 835-838, 860-863, 893-896, 949-952 
Tyrosine kinase phosphorylation sites : 
amino acids 50-56, 109-116 
N-myristoylation sites : 

amino acids 77-82, 88-93, 152-157, 268-273, 288-293, 320-325, 

400-405, 405-410, 414-419, 463-468, 599-604, 616-621, 634-639, 

644-649, 839-844, 874-879, 912-917, 916-921 

Amidation site : 

amino acids 707-710 

Cell attachment sequence: 

amino acids 162-164 
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FIGURE 39 

GGGAAGGGGTTCTGGGCTGCCGCAGGCACACAGGCCAGAGCTTCGTGGATACCTGCAGGGCCC 

AAAGGTCCCTCCCTGTTTTGAAGAGTGAGTGATGGCTATGAGGTAGCGGCCAGGCTGATCACC 

CCTGCGTTGGCTGGAGGCAGAATTCTGTAAATCCTCGCCAAGTCTTTCTCCAGGCCACTGGTT 

AGCTCATCTCAGCCTCCTCTGGGAGCATCAACACCAACATGGCACAGGGGACTGCAGTGGTGT 

GCTTTGGACCTGTGTACCCACCCAAGGCTAAAGGCAGAGCCAGGTGACTTTGCGGGGGTCTCT 

TCTCTAGGATTATCTGTACTTCCCCTCTGTCCTCTTTTACTACGGGAGATCGAGCTAGCTATA 

ACCCACCTTCTTTCATGAGAACCACACTAAATTGCAAAAATTATCCCAGTGCTGGAGGAGGGC 

AGCAGGTTGAGATTATGTTGGCAGGAAGAATGTTGGCATTGATTGGCACGCAGGGGACGAGAG 

CTGCTTTGTGCTTTAAAGGAGCCAAGTTACACCCTGTTTAACCCTGCCTTCAAAGGGACGACT 

CTGTAAGATTCTCTGCTACTTATTCAAGTTGACACGATGCCCTTCACACTCCACCTGAGGTCC 

CGCCTTCCCTCTGCCATAAGGAGTTTGATTCTACT^AAAGAAACCAAACATCAGAAATACATCC 

AGCATGGCTGGAGAGCTCCGACCAGCCAGCCTGGTGGTCCTGCCCAGGTCCCTTGCTCCAGCT 

TTTGAAAGATTCTGCCAGGTCAACACTGGTCCTCTACCCCTGCTGGGCCAGAGTGAGCCAGAA 

AAGTGGATGCTGCCCCCTCAAGGTGCTATCTCAGAGACCAGGATGGGCCATCCCCAGTTCTGG 

AAATACGAGTTCGGTGCCTGCACCGGTAGCCTGGCTTCGCTGGAGCAGTACTCGGAGCAGCTG 

AAGGACATGGTGGCCTTCTTCCTGGGCTGCAGCTTCTCCCTGGAGGAGGCCTTGGAGAAAGCG 

GGGCTCCCCAGAAGAGACCCAGCAGGTCACAGCCAGGCGGGTGCATACAAGACAACAGTGCCT 

TGTGTTACCCATGCTGGCTTCTGCTGCCCTCTGGTGGTCACGATGAGGCCCATTCCCAAGGAC 

AAGCTGGAAGGGCTGGTGCGGGCCTGCTGCTCCCTCGGAGGTGAGCAGGGGCAACCTGTTCAC 

ATGGGCGACCCAGAACTGTTGGGAATCAAAGAGCTTTCCAAACCTGCCTACGGGGATGCCATG 

GTGTGTCCCCCAGGGGAGGTTCCAGTGTTCTGGCCTTCTCCGCTGACCAGTCTCGGAGCTGTC 

AGCAGCTGTGAGACCCCACTGGCTTTTGCCAGCATCCCAGGCTGCACAGTTATGACTGACCTG 

AAGGATGCT^AAGGCTCCACCTGGTTGTCTCACCCCAGAGAGAATTCCAGAGGTCCATCACATT 

TCCCAAGATCCTCTGCACTACAGCATCGCGTCAGTCTCTGCTTCTCAGAAGATCAGAGAACTA 

GAGTCTATGATCGGCATAGACCCAGGGAACCGGGGGATTGGGCACCTGCTCTGTAAAGATGAG 

CTGCTGAAGGCCTCTCTCTCGCTGTCCCATGCCCGCTCAGTGCTCATCACCACTGGGTTCCCC 

ACACATTTCAATCATGAGCCTCCAGAAGAGACAGATGGCCCACCAGGAGCTGTTGCTCTGGTT 

GCCTTCCTGCAGGCCTTGGAGAAGGAGGTCGCCATAATCGTTGACCAGAGAGCCTGGAACTTG 

CACCAGAAGATTGTTGAAGATGCTGTTGAGCAAGGTGTTCTGAAGACGCAGATCCCGATATTA 

ACTTACCAAGGTGGATCAGTGGAAGCTGCTCAGGCATTCCTGTGCAAAAATGGGGACCCGCAG 

ACACCTAGATTTGACCACCTGGTGGCCATAGAGCGTGCCGGAAGAGCTGCTGATGGCAATTAC 

TAC7\ATGCAAGGAAGATGAACATCAAGCACTTGGTTGACCCCATTGACGATCTTTTTCTTGCT 

GCGAAGAAGATTCCTGGAATCTCATCAACTGGAGTCGGTGATGGAGGC7U\CGAGCTTGGGATG 

GGTAAAGTCAAGGAGGCTGTGAGGAGGCACATACGGCACGGGGATGTCATCGCCTGCGACGTG 

GAGGCTGACTTTGCCGTCATTGCTGGTGTTTCTAACTGGGGAGGCTATGCCCTGGCCTGCGCA 

CTCTACATCCTGTACTCATGTGCTGTCCACAGTCAGTACCTGAGGAAAGCAGTCGG^ 

AGGGCACCTGGAGATCAGGCCTGGACTCAGGCCCTCCCGTCGGTCATTAAGGAAGAAAAAATG 

CTGGGCATCTTGGTGCAGCACAAAGTCCGGAGTGGCGTCTCGGGCATCGTGGGCATGGAGGTG 

GATGGGCTGCCCTTCCACAACACCCACGCCGAGATGATCCAGAAGCTGGTGGACGTCACCACG 

GCACAGGTGTAACCGTCCATGTTCCGTGTGAGCAGAGTCCCTACCAACGGGCAGGTCTGCATC 

CGGGGAGAATGCAGCTGCTTCTGGCGACAATCCTGCTAGTAAACACTGGTCTTCGGTGAGCAA 

CGAACACTCGCCTGGCCTGGGAAACTGCATGCCCACTTTCTGGGAGGGGTTAGTGCAGGTGCC 

GTGGACAAAGGACAACATTTCTCTGGGGCTTTTTAACTTTTATTCCTAAGACTCTAAAGGCGT 

TGATTTCAACCCTCCTTCACTCTGGCTTCTTCAGGCAACCCACGTGGTCTCCTATGAGAATCT 

TCTCGACAGTTACTTATGGGGACACTTGTGAACAATTAACTGCCAGGGCAGAGCATGAGAACA 

T^iACATTCCCAGGCCATGTAGGATAGGATACTCCAGACTCCAGTCATCCTCCCCCATCCATGGT 

TTCTGTTACTCATGGTTTCAGTTACTCATAGCCAACTGCAGACCGAAAATACTAAATGAAAAA 

TTTCAGAAATAAACAACTCTTAAGTTTTAAAAAAAAA 
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FIGU3RE 40 



MPFTLHLRSRLPSAIRSLILQKKPNIRNTSSMAGELRPASLVVLPRSLAPAFERFCQVNTGPL 
PLLGQSEPEKWMLPPQGAISETRMGHPQFWKYEFGACTGSLASLEQYSEQLKDiyiVAFFLGCSF 
SLEEALEKAGLPRRDPAGHSQAGAYKTTVPCVTHAGFCCPLVVTMRPIPKDKLEGLVRACCSL 
GGEQGQPVHMGDPELLGIKELSKPAYGDAMVCPPGEVPVFWPSPLTSLGAVSSCETPLAFASI 
PGCTVMTDLKDAKAPPGCLTPERIPEVHHISQDPLHYSIASVSASQKIRELESMIGIDPGNRG 
IGHLLCKDELLKASLSLSHARSVLITTGFPTHFNHEPPEETDGPPGAVALVAFLQALEKEVAI 
IVDQRAWNLHQKIVEDAVEQGVLKTQIPILTYQGGSVEAAQAFLCKNGDPQTPRFDHLVAIER 
AGRAADGNYYNARKMNIKHLVDPIDDLFLAAKKIPGISSTGVGDGGNELGMGKVKEAVRRHIR 
HGDVIACDVEADFAVIAGVSNWGGYALACALYILYSCAVHSQYLRKAVGPSE^PGDQAWTQAL 
PSVIKEEKMLGILVQHKVRSGVSGIVGMEVDGLPFHNTHAEMIQKLVDVTTAQV 

Signal pep1:xde : 

amino acids 1-17 



Transmembrane domain : 

amino acids 358-378, 517-539 



N-glycosylation sl'be. 

amino acids 28-32 

Tyrosine kinase phosphorylation site. 

amino acids 444-452 

N-myristoylation site. 

amino acids .98-104, 102-108, 123-129, 149-155, 181-187, 190-196, 
238-244, 308-314, 399-405, 413-419, 448-454, 477-483, 482-488, 
487-493 

Prokaryotic membrane lipoprotein lipid attachment site . 

amino acids 233-244, 531-542 
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FIGURE 41 

CTTTCCTGTTTTATCCGCAGCCCTTTTCTTCTTTGAGTTAGTAAAGATTTATTCTGTAACCTG 
ACACTCATCTGGCCCTTTGCAGTTTGCCAGCCATATTCCCATGTGATTTCCCACTGGATCCAG 
GCCCCCATCCGGCTGGCAGGAGGGGGCTCTGACGTACAGGTTGGAAATCAGAAGTCTGTGAGA 
GCGCGGGAGTGCATGGCAGCTCTGGGTCCCAGACCTGGCCCGACCCCTCTGCTTCACCTeCAG 
CTCTGCTGCTCCTCTACTCTTGGGTCGAGATCCCTTTGGAGCCACAGCGAGGAACCCTGTGGT 
CCTCAGGCAGGTGTACCTTGAGTCAGCCAGGAGCCCTCTTTTCCTGTGTCAAAGCCTGCCCTC 
GGGCTCTGCTCACCTCTGGTGACCCTCCAAGATGCCCCTGCCCTCAGTTTCCCCTCATGATCT 
GGCCTCTGCCCCCTTCTCTAGCCACAGCCTCTAGTACACTTTAGCAATACCACCAGACTAGTT 
AGAGTTCCCCACTCACCAAGCAAGACATGCAGTTTCATGCCTCTGTGCCTTCGCTCATGCTGT 
TTCTTCCGACTGGAATGCCTTCCCCTGCTCCTCCTGCCTTGTCTGCCTGGCAAGTTCATCTCT 
CACGATCCCCTCAAAGGCCCCCTCCTCCAGGAAGGCAACCCCTGTGCCCCTCCCCTCCAGGCT 
ACCTCTGCACTTTGTCAATGCTTCTCTTGTGGCACTTATCACACTGTATTTTACTTGTTTACA 
TGTTTGTCTCCCCTTCTAGACTGTGAATCCTTAAGGGCATGGACTGTATCTTATGCATCTCTG 

TATTTCTGCGCCTAGCACGGTGCCTAGCACACAGTAGGCGCTCAATAAATGTTGAATGAATGA 
ATGATTT 
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FIGURE 42 

MQFHASVPSLMLFLPTGMPSPAPPALSAWQVHLSRSPQRPPPPGRQPLCPSPPGYLCTLSMLL 
LWHLSHCILLVYMFVSPSRL 

Important features of the protein: 
Signal peptide: 

amino acids 1-22 

Microbodies C-terminal targeting signal . 

amino acids 81-83 
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FIGURE 43 

GTTTCCAACAAGGATGATATGAAGACTTCCCTGAAGAAAGTTGTGAAGGGACCTCCTACGAGA 

TGATGATGCAGTGTGTGTCCCGCATGTTGGCCCACCCCCTGCATGTCATCTCAATGCGCTGCA 

TGGTCCAGTTTGTGGGACGGGAGGCCAAGTACAGTGGTGTGCTGAGCTCCATTGGGAAGATTT 

TCAAAGAGGAAGGGCTGCTGGGATTCTTCGTTGGATTAATCCCTCACCTCCTGGGCGATGTGG 

TTTTCTTGTGGGGCTGTAACCTGCTGGCCCACTTCATCAATGCCTACCTGGTGGATGACAGCT 

TCAGCCAGGCCCTGGCCATCCGGAGCTATACCAAGTTCGTGATGGGGATTGCAGTGAGCATGC 

TGACCTACCCCTTCCTGCTAGTTGGCGACCTCATGGCTGTGAACAACTGCGGGCTGCAAGCTG 

GGCTCCCCCCTTACTCCCCAGTGTTCA7U\TCCTGGATTCACTGCTGGAAGTACCTGAGTGTGC 

AGGGCCAGCTCTTCCGAGGCTCCAGCCTGCTTTTCQGCCGGGTGTCATCAGGATCATGCTTTG 

CCCTGGAGTAACCTGAATCATCTAAAAAACACGGTCTCAACCTGGCCACTGTGGGTGAGGCCT 

GACCACCTTGGGACACCTGCAAGACGACTCCAACCCAACAACAACCAGATGTGCTCCAGCCCA 

GCCGGGCTTCAGTTCCATATTTGCCATGTGTCTGTCCAGATGTGGGGTTGAGCGGGGGTGGGG 

CTGCACCCAGTGGATTGGGTCACCCGGCAGACCTAGGGAAGGTGAGGCGAGGTGGGGAGTTGG 

CAGAATCCCCATACCTCGCAGATTTGCTGAGTCTGTCTTGTGCAGAGGGCCAGAGAATGGCTT 

ATGGGGGCCCAGGTTGGATGGGGAAAGGCTAATGGGGTCAGACCCCACCCCGTCTACCCCTCC 

AGTCAGCCCAGCGCCCATCCTGCAGCTCAGCTGGGAGCATCATTCTCCTGCTTTGTACATAGG 

GTGTGGTCCCCTGGCACGTGGCCACCATCATGTCTAGGCCTATGCTAGGAGGCAAATGGCCAG 

GCTCTGCCTGTGTTTTTCTCAACACTACTTTTCTGATATGAGGGCAGCACCTGCCTCTGAATG 

GGAAATCATGCAACTACTCAGAATGTGTCCTCCTCATCTAATGCTCATCTGTTTAATGGTGAT 

GCCTCGCGTACAGGATCTGGTTACCTGTGCAGTTGTGAATACCCAGAGGTTGGGCAGATCAGT 

GTCTCTAGTCCTACCCAGTTTT7VAAGTTCATGGTAAGATTTGACCTCATCTCCCGCAAATAAA 

TGTATTGGTGATTTGGAAAAAAAAAAAAAAAAA 



BNSDOCI D; <WO 0 1 40466A2_t_> 



wo 01/40466 



PCT/USOO/32678 



44/550 

FIGURE 44 

MMMQCVSRMLAHPLHVISMRCMVQFVGREAKYSGVLSSIGKIFKEEGLLGFFVGLIPHLLGDV 
VFLWGCNLLAHFINAYLVDDSFSQALAIRSYTKFVMGIAVSMLTYPFLLVGDLMAVNNCGLQA 
GLPPYSPVFKSWIHCWKYLSVQGQLFRGSSLLFRRVSSGSCFALE 

Impor-bani: feaiiures of the protein: 
Signal peptide: 

amino acids 1-18 

Transmembrane domains : 

amino acids 51-72, 97-114 

cAMP- and cGMP -dependent protein kinase phosphorylation site , 

amino acids 160-163 

N-myristoylation sites . 

amino acids 34-39, 100-105, 123-128, 165-170 
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FIGURE 45 

GCTCACTCTTTGGGTCCACACTGCCTTTATGAGCTGTAACACTCACTGGGAATGTCTGCAGCT 
TCACTCCTGAAGCCAGCGAGACCACGAACCCACCAGGAGGAACAAACAACTCCAGACGCGCAG 
CCTTAAGAGCTGTAACACTCACCGCGAAGGTCTGCAGCTTCACTCCTGAGCCAGCCAGACCAC 
GAACCCACCAGAAGGAAGAAACTCCAAACACATCCGAACATCAGAAGGAGCAAACTCGTGACA 
CGCCACCTTTAAGAACCGTGACACTCAACGCTAGGGTCCGCGGCTTCATTCTTGAAGTGAGTG 
AGACCAAGT^CCCACCAATTCCGGACACGGCAAAGTAACATCCTAGACATGGCTTTAGAGATC 
CACAtGTCAGACCCCATGTGCCTCATCGAGAACTTTAATGAGCAGCTGAAGGTTAATCAGGAA 
GCTTTGGAGATCCTGTCTGCCATTACGCAACCTGTAGTTGTGGTAGCGATTGTGGGCCTCTAT 
CGCACTGGCAAATCCTACCTGATGAACAAGCTGGCTGGGAAGAACAAGGGCTTCTCTGTTGCA 
TCTACGGTGCAGTCTCACACCAAGGGAATTTGGATATGGTGTGTGCCTCATCCCAACTGGCCA 
AATCACACATTAGTTCTGCTTGACACCGAGGGCCTGGGAGATGTAGAGAAGGCTGACAACAAG 
AATGATATCCAGATCTTTGCACTGGCACTCTTACTGAGCAGCACCTTTGTGTACAATACTGTG 
AACAAAATTGATCAGGGTGCTATCGACCTACTGCACAATGTGACAGAACTGACAGATCTGCTC 
AAGGCAAGAAACTCACCTGACCTTGACAGGGTTGAAGATCCTGCTGACTCTGCGAGCTTCTTC 
CCAGACTTAGTGTGGACTCTGAGAGATTTCTGCTTAGGCCTGGAAATAGATGGGCAACTTGTC 
ACACCAGATGAATACCTGGAGAATTCCCTAAGGCCAAAGCAAGGTAGTGATCAAAGAGTTCAA 
AATTTCAATTTGCCCCGTCTGTGTATACAGAAGTTCTTTCCAAAAAAGAAATGCTTTATCTTT 
GACTTACCTGCTCACCAAAAAAAGCTTGCCCAACTTGAAACACTGCCTGATGATGAGCTAGAG 
CCTGAATTTGTGCAACAAGTGACAGAATTCTGTTCCTACATCTTTAGCCATTCTATGACCAAG 
ACTCTTCCAGGTGGCATCATGGTCAATGGATCTCGTCTAAAGAACCTGGTGCTGACCTATGTC 
AATGCCATCAGCAGTGGGGATCTGCCTTGCATAGAGAATGCAGTCCTGGCCTTGGCTCAGAGA 
GAGAACTCAGCTGCAGTGCAAAAGGCCATTGCCCACTATGACCAGCAAATGGGCCAGAAAGTG 
CAGCTGCCCATGGAAACCCTCCAGGAGCTGCTGGACCTGCACAGGACCAGTGAGAGGGAGGCC 
ATTGAAGTCTTCATGAAAAlACTCTTTCAAGGATGTAGACCAAAGTTTCCAGAAAGAATTGGAG 

actctactagatgcaaaacagaatgacatttgtaaacggaacctggaagcatcctcggattat 
tgctcggctttacttaaggatatttttggtcctctagaj\gaagcagtgaagcagggaatttat 
tctaagccaggaggccataatctcttcattcagaaaacagaagaactgaaggcaaagtactat 
cgggagcctcggaaaggaatacaggctgaagaagttctgcagaaatatttaaagtccaaggag 
tctgtgagtcatgct^tattacagactgaccaggctctcacagagacggaaaaaaagaagaaa 
gaggcacaagtgaaagcagaagctgaaaaggctgaagcgcaaaggttggcggcgattcaaagg 
cagaacgagcaaatgatgcaggagagggagagactccatcaggaacaagtgagacaaatggag 

ATAGCCAAACAAAATTGGCTGGCAGAGCAACAGAT^AATGCAGGAACAACAGATGCAGGAACAG 

gctgcacagctcagcacaacattccaagctcaaaatagaagccttctcagtgagctccagcac 
gcccagagggctgttaataacgatgatccatgtgttttactctaaagtgctaaatatgggagt 
ttcctttttttactctttgtcactgatgacacaacagaaaagaaactgtagaccttgggacaa 
tcaacatttaaataaactttataattattaaa 
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FXGOlRJg 46 

MALEIHMSDPMCLIENFNEQLKVNQEALEILSAITQPVVVVAIVGLYRTGKSYLMNKLAGKNK 
GFSVASTVQSHTKGIWIWCVPHPNWPNHTLVLLDTEGLGDVEKADNKNDIQIFALALLLSSTF 
VYNTVNKIDQGAIDLLHNVTELTDLLKARNSPDLDRVEDPADSASFFPDLVWTLRDFCLGLEI 
DGQLVTPDEYLENSLRPKQGSDQRVQNFNLPRLCIQKFFPKKKCFIFDLPAHQKKLAQLETLP 
DDELEPEFVQQVTEFCSYIFSHSMTKTLPGGIMVNGSRLKNLVLTYVNAISSGDLPCIENAVL 
ALAQRENSAAVQKAIAHYDQQMGQKVQLPMETLQELLDLHRTSEREAIEVFMKNSFKDVDQSF 
QKELETLLDAKQNDICKRNLEASSDYCSALLKDIFGPLEEAVKQGIYSKPGGHNLFIQKTEEL 
KAKYYREPRKGIQAEEVLQKYLKSKESVSHAILQTDQALTETEKKKKEAQVKAEAEKAEAQRL 
AAIQRQNEQMMQERERLHQEQVRQMEIAKQNWLAEQQKMQEQQMQEQAAQLSTTFQAQNRSLL 
SELQHAQRAVNNDDPCVLL 

Important features of the protein: 
Transmembrane domains : 

amino acids 31-49, 114-131 

N-glycosylat±on sites . 

amino acids 90-94, 144-148, 287-291, 563-567 

N-myrlstoylatlon sites, 

amino acids 45-51, 283-289 

Prenyl group binding site, 

amino acids 583-588 

ATP/GTP-blndlng site motif A <P-loop) . 

amino acids 45-53 
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FIGURE 47 

CACTCATTCATTCCAT^AGGGTCTCTCAAGGCAATGGTAATGTGCAAGGAGGTGATACCTAAAT 
GAATGACCAAAAGAACATGCTTCTGCTTTTGTGTGTCTCCTACATTTTAGACATTTGTTTGTT 
TCTCTTGGTAGCCTTTAAATTCCTTGAAGCCCAGGACCATGTCTCACTTACCTTTGTGTTTCC 
ACTAACTAGTCTACCTCCTGGAATTGGCAGATACTCAGTGA7\AGCCTGTGAAATAAGTGATGT 
CTATTTCTAGCATATTATTCTGAGATTTAATGATAGATTTAGTGATTGAATGAGATTTCCATT 
TTCAAATACAGCAAAAGCATAACTATTTTCATTCATTCATATTCATTCAACTTCATTCTCA7y\ 
ATTAGGTCCTGAGTTAACTAATAATTACCTTTGAAATGTGTGGGTTATTTGAGGCAATCAGGT 
GGTGACATTGAGCTCTCAGCCAGAGTTTGTTTCTGGAATTGATTCAGTTCCATTGCATTGATT 
TTTGTTCTCAGT^GCCAAGGTTTCCCATGAAAAATCATTCCCACTTGAATTGGGCTGTGATTC 
TTGCTGCGTTTAAGTAAAGGAAGCCTCTTGGTTCTAGTTCTGCA^lACTTACACACTGAACTGG 

gacaagtttttgtttagagtaatggctgggaaaagaggaacctttcattttattcagaagtca 
aaaacaaaggcctcccagccacctggagatgttttgttgcagacaccagcctggctctgtctt 
tatgcctaacaattgagcatccagtcttctttgtgctgggaccattgctcagctctgcaaggg 
gaaaagagggagaaagccagagctgccaggcttcttgcactggggccgggggagggttcctgg 

GAAGCAGGTGCTCTCTGGCTTCTTGGTACGTGAGGCTCTCGGAGCTGCCTCTCCTCtGACCCT 

caggtcctcaccgagtttgctccaggagtatattgaaaacatacccagtgctctctcaagcac 
ccactgcttagagggcccagatttcttttccttctttcccttgcagagctggagactgcatcg 
ggcatctggtgtttaaactaaacaggaaaactgactaaaggtccacagtgctcattgtgtaga 
ctagctgccctccgatgggtgctctgattatcagtggttccagtgcagggcctgtcact7vaac 
aggcctcacttcctccttgggggctttcccatgggaggtgtggctttttactctacatggaaa 
tgactctctgcagccacagaacacagtcattttctgaattatcccagtctctcatgcgccctg 
gattcctccagatgccttatatctcttgtgcaaagttgtcttvaaatttggttcccagcttcca 
agccttgccttttggccttcctggaagtatttttgttgatgagtcgtctgtcattattctcta 
aaatgatttgctttttgtttctttcattcctatttccaccccacatatacacacatgcttctt 
aacttaggggattacatgccaataaatctattgttgaaaatgcactaatactatcgcaaagac 

GA7^7\ATTCACAGGCTGAACCGTTGTAAGTCCATATGCTCCTCAACTTACATGTGTGATGGAGT 

tatgcccaaataagtccatcgtcaagttgaaaaatcaaaatcaagccatcttaggttgaggac 
catttgtttgtacctccaaagatgtcatatctttaaacatactccctagcttttctttttact 
ttttattttgaagt7\attatagaatcacagaaagttgcaaaaaa 
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FIGURE 48 

MGALIISGSSAGPVTKQASLPPWGLSHGRCGFLLYMEMTLCSHRTQSFSELSQSLMRPGFLQM 
PYISCAKLSKIWFPASKPCLLAFLEVFLLMSRLSLFSKMICFLFLSFLFPPHIYTHAS 

Imporlianl: features of the protein: 
Signal peptide: 

amino acids 1-41 

Transmembrane domain: 

amino acids 88-107 

Casein kinase IX phosphorylation site. 

amino acids 47-50 

N-myrlstoylatlon site . 

amino acids 24-29 
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FIGURE 49 



GGCTTCTACAGTCCACAACACCCACCAGCCCCAGGCCCAGCAGAATGAGCCCAGTGAGTGCCGGGGCTCCCAGTT 

TGGCTGTTGCTATGACAACGTGGCCACTGCAGCCGGTCCTCTTGGGGAAGGCTGTGTGGGCCAGCCCAGCCATGC 

CTACCCCGTGCGGTGCCTGCTGCCCAGTGCCCATGGCTCTTGTGCAGACTGGGCTGCCCGCTGGTACTTCGTTGC 

CTCTGTGGGCCAATGTAACCGCTTCTGGTATGGCGGCTGCCATGGCAATGCCAATAACTTTGCCTCGGAGCAAGA 

GTGCATGAGCAGCTGCCAGGGATCTCTCCATGGGCCCCGTCGTCCCCAGCCTGGGGCTTCTGGAAGGAGCACCCA 

CACGGATGGTGGCGGCAGCAGTCCTGCAGGCGAGCAGGAACCCAGCCAGCACAGGACAGGGGCCGCGGTGCAGAG 

AAAGCCCTGGCCTTCTGGTGGTCTCTGGCGGCAAGACCAACAGCCTGGGCCAGGGGAGGCCCCCCACACCCAGGC 

CTTTGGAGAATGGCCATGGGGGCAGGAGCTTGGGTCCAGGGCCCCTGGACTGGGTGGAGATGCCGGATCACCAGC 

GCCACCCTTCCACAGCTCCTCCTACAGATCTCACTTCCCACCTCTCCAGGATTAGCTTGGCAGGTGTGGAGCCCT 

CGTTGGTGCAGGCAGCCCTGGGGCAGTTGGTGCGGCTCTCCTGCTCAGACGACACTGCCCCGGAATCCCAGGCTG 

CCTGGCAGAAAGATGGCCAGCCCATCTCCTCTGACAGGCACAGGCTGCAGTTCGACGGATCCCTGATCATCCACC 

CCCTGCAGGCAGAGGACGCGGGCACCTACAGCTGTGGCAGCACCCGGCCAGGCCGCGACTCCCAGAAGATCCAAC 

TCCGCATTATAGGGGGTGACATGGCCGTGCTGTCTGAGGCTGAGCTGAGCCGCTTCCCTCAGCCCAGGGACCCAG 

CTCAGGACTTTGGCCAAGCGGGGGCTGCTGGGCCCCTGGGGGCCATCCCCTCTTCACACCCACAGCCTGCAAACA 

GGCTGCGTTTGGACCAGAACCAGCCCCGGGTGGTGGATGCCAGTCCAGGCCAGCGGATCCGGATGACCTGCCGTG 

CCGAAGGCTTCCCGCCCCCAGCCATCGAGTGGCAGAGAGATGGGCAGCCTGTCTCTTCTCCCAGACACCAGCTGC 

AGCCTGATGGCTCCCTGGTCATTAGCCGAGTGGCTGTAGAAGATGGCGGCTTCTACACCTGTGTCGCTTTCAATG 

GGCAGGACCGAGACCAGCGATGGGTCCAGCTCAGAGTTCTGGGGGAGCTGACAATCTCAGGACTGCCCCCTACTG 

TGACAGTGCCAGAGGGTGATACGGCCAGGCTATTGTGTGTGGTAGCAGGAGAAAGTGTGAACATCAGGTGGTCCA 

GGAACGGGCTACCTGTGCAGGCTGATGGCCACCGTGTCCACCAGTCCCCAGATGGCACGCTGCTCATTTACAACT 

TGCGGGCCAGGGATGAGGGCTCCTACATGTGCAGTGCCTACCAGGGGAGCCAGGCAGTCAGCCGCAGCACCGAGG 

TGAAGGTGGTCTCACCAGCACCCACCGCCCAGCCCAGGGACCCTGGCAGGGACTGCGTCGACCAGCCAGAGCTGG 

CCAACTGTGATTTGATCCTGCAGGCCCAGCTTTGTGGCAATGAGTATTACTCCAGCTTCTGCTGTGCCAGCTGTT 

CACGTTTCCAGCCTCACGCTCAGCCCATCTGGCAGTAGGGATGAAGGCTAGTTCCAGCCCCAGTCCAAAATAGTT 

CATAGGGCTAGGGAGAAAGGAAGATGGACTCTTGGCTTCCTCTCTCTGGCTGGCAAAGGGAGTTATCTTCTGGAA 

TACATTAGCTCTTTCAAAAACCCACCCAGTGTTTAGCCTCAACGGCAGCCAGTTACCAGCTTCTCTCTGTAGCCT 

TCAGCAGTGTTTGCATCTCTGACATAACCACAGGCTGCTGTTTTCAAGAAGAGCAATCTGTTTGGATAAGAAAAA 

CCTTTACTTTACAGCTTCCCTTTATAATTTGTTACACAGGAATAGTTAAATGCATTTGTTTGTTTGTTTTTTGAG 

ACGGAGTTTCACTCTTGTTGCCCAGGCTGGAGGGCAATGGCGCGATCTCAGCTCACTGCAACCTCCGTCTCCTGG 

GTTCTTGATTCTCCTGTGTCAGCCTTCTGAGTAGCTGGGATTACAGATGCCTATCACCATGCCTGGGTAATTTTT 

GTATTTTTAGTTGAGATGGGGTTTCGCCATGTTGGCCAGGCTGGTCTCGAACTTCTGACCTCAGATGATCTGCCC 

GCCTCAGCCTCCCAAAGTGCTGGGATTACAGGCATGAGCCACCACGCCCAGCCATCAATGCATTTTTTTTATTTT 

TTTTTTGAGACAGAGTTTCGCACTTCTTGCCCAGGCTGGAGTACAATGGTGCGATCTTGGCTCACTGCAACCTCC 

ACCTCCTGGGTTCAAGCGCTTCTCCAGCCTCAGCCTCCTGAGTAGCTGGGATTACAGGTATGTGCCACCATGCCT 

GGCTAATTTTGTATTTTTGGTGGAGACGGGGTTTCTCCATGTTGGTCAGACTGGTCTTGAACTCCCGACCTCAGG 

TAATCCGCCCGCCTCCGCCTCCCAAAATGCTGGGATTAGAGGTGTGAGCCACTGTGCCCAGCCCATCAATGTGTT 

TTAAAGCTAGCTGTCAGGGTTCCACTTAATTTAAAGCTGGGCAGGGAGATGTGTAATGATTTCAAAGTTAACACC 

TGTTTGTTTTCTAAAGGGCATGCCAAGTCCTGCTGTATCAGGGAAGTATTCTGTGCTAAAATCAGCGATGGTTCA 

TTGCTCTAGTCTCTCTCACCCTTCTAGGCAGTGCATCAGTCAGCTCTAAATCTGGTGCAGAGGGTTAACAGCATA 

ACCCTTGTTGGCAAAATGGAATAGATGTTAAGACCTCAAATAGGGATTTGGGATGAAACAGCTGCAGTTAGCACT 

GTTATCTGAGCATGAAAGAACTGGAAACGCTCCTTACGTCGAGATGTTGGACCTTGAAGCCCTCCTGAGGCCAAC 

ATGCAAATCTGGCTGTGACGGTTCATCTGACACCTGTGTAAAGCTGACCAGCCTGCTCTGTACAGTGACAATGAG 

GAGCCC^TCTCTTCCTTTVAGTAGGAATCTGTGAAGCAAAATGTTTGCTGCC 

TTAAAAACAGCATTAGCAGGATGAGGATAGCAATGGGGAAGGGTTGTGGGCAATGCAGTAACAGGGAAATGGCTT 
CAGAAATGGTTTGAGTTGGAAGACAACATTCTTCATCTCTCAGGACTTCTAATTCCTTGATGCTAAAAGAAGAGG 
CATGGATTCTATGAGCTTCCAAGTCCCTTTCCACTTTAACCTTCTACAAATCTTTCAGAGGACTGCCTAGTAGCA 
AAGGTTATTCCTGGACACAGGAAAGACGGGCATTACAGGGACCAAAGCTCTGAAAGGTGACTTTTATTACCAACA 
CACTGGCTGGAAAAGGGACAAACCACATCACGGGTGAGTGATACTTCTCAGTCTTCTCTACTCATTCAACAAAGG 
AAATGTGGGCTGGGGCAGAGGTCTTTTTTCATTTAATACTGGAAAAATATTGAAGAGCATCCATGTTCACTTATG 
GCTGGTTTTGCTATAGAAATTGGAAAATAAAGGCCACTTTTTTG 
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FIGURE 50 

MGPVVPSLGLLEGAPTRMVAAAVLQASRNPASTGQGPRCRESPGLLWSGGKTNSLGQGRPPT 
PRPLENGHGGRSLGPGPLDWVEMPDHQRHPSTAPPTDLTSHLSRISLAGVEPSLVQAALGQLV 
RLSCSDDTAPESQAAWQKDGQPISSbRHRLQFDGSLIIHPLQAEDAGTYSCGSTRPGRDSQKI 
QLRIIGGDMAVLSEAELSRFPQPRDPAQDFGQAGAAGPLGAIPSSHPQPANRLRLDQNQPRVV 
DASPGQRIRMTCRAEGFPPPAIEWQRDGQPVSSPRHQLQPDGSLVISRVAVEDGGFYTCVAFN 
GQDRDQRWVQLRVLGELTISGLPPTVTVPEGDTARLLCWAGESVNIRWSRNGLPVQADGHRV 
HQSPDGTLLIYNLRARDEGSYMCSAYQGSQAVSRSTEVKVVSPAPTAQPRDPGRDCVDQPELA 
NCDLILQAQLCGNEYYSSFCCASCSRFQPHAQPIWQ 

Important features of the protein: 
Signal peptide : 

amino acids 1-16 

Tyrosine kinase phosphorylation site . 

amino acids 392-400 

N-myristoylation sites . 

amino acids 9-15, 50-56, 112-118, 146-152, 173-179, 195-201, 
220-226, 229-235, 280-286, 306-312, 336-342, 397-403 

Myelin PC protein . 

amino acids 153-182 
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CAGGCAGAAGCGAACAAAGACCCAGCAAGAGAAGGCAGAGGCTAAGACCeATCCCGTATCTGC 
TCTCCTGAAATAATTCTGGAGTCATCCCTGAAATGCCAGAGGACATGGAGCAGGAGGAAGTTA 
ACATCCCTAATAGGAGGGTTCTGGTTACTGGTGCCACTGGGCTTCTTGGCAGAGCTGTACACA 
AAGAATTTCAGCAGAATAATTGGCATGCAGTTGGCTGTGGTTTCAGAAGAGCAAGACCAAAAT 
TTGAACAGGTTAATCTGTTGGATTCTAATGCAGTTCATCACATCATTCATGATTTTCAGCCCC 
ATGTTATAGTACATTGTGCAGCAGAGAGAAGACCAGATGTTGTAGAAAATCAGCCAGATGCTG 
CCTCTCAACTTAATGTGGATGCTTCTGGGAATTTAGCAAAGGAAGCAGCTGCTGTTGGAGCAT 
TTCTCATCTACATTAGCTCAGATTATGTATTTGATGGAACAAATCCACCTTACAGAGAGGAAG 
ACATACCAGCTCCCCTAAATTTGTATGGCAAAACAAAATTAGATGGAGAAAAGGCTGTCCTGG 
AGAACAATCTAGGAGCTGCTGTTTTGAGGATTCCTATTCTGTATGGGGAAGTTGAAAAGCTCG 
AAGAAAGTGCTGTGACTGTTATGTTTGATAAAGTGCAGTTCAGCAACAAGTCAGCAAACATGG 
ATCACTGGCAGCAGAGGTTCCCCACACATGTCAAAGATGTGGCCACTGTGTGCCGGCAGCTAG 
CAGAGAAGAGAATGCTGGATCCATCAATTAAGGGAACCTTTCACTGGTCTGGCAATGAACAGA 
TGACTAAGTATGAAATGGCATGTGCAATTGCAGATGCCTTCAACCTCCCCAGCAGTCACTTAA 
GACCTATTACTGACAGCCCTGTCCTAGGAGCACAACGTCCGAGTyy^TGCTCAGCTTGACTGCT 
CCAAATTGGAGACCTTGGGCATTGGCCAACGAACACCATTTCGAATTGGAATCAAAGAATCAC 
TTTGGCCTTTCCTCATTGACAAGAGATGGAGACAAACGGTCTTTCATTAGTTTATTTGTGTTG 
GGTTCTTTTTTTTTTTAAATGAAAAGTATAGTATGTGGCACTTTTTAAAGAACAAAGGAAATA 
GTTTTGTATGAGTACTTTAATTGTGACTCTTAGGATCTTTCAGGTAAATGATGCTCTTGCACT 
AGTGAAATTGTCTAAAGAAACTAAAGGGCAGTCATGCCCTGTTTGCAGTAATTTTTCTTTTTA 
TCATTTTGTTTGTCCTGGCTAAACTTGGAGTTTGAGTATAGTAAATTATGATCCTT7WVATATT 
TGAGAGTCAGGATGAAGCAGATCTGCTGTAGACTTTTCAGATGAAATTGTTCATTCTCGTAAC 
CTCCATATTTTCAGGATTTTTGAAGCTGTTGACCTTTTCATGTTGATTATTTTAAATTGTGTG 
AAATAGTATAAAAATCATTGGTGTTCATTATTTGCTT.TGCCTGAGCTCAGATCAAAATGTTTG 
AAGAAAGGAACTTTATTTTTGCAAGTTACGTACAGTTTTTATGCTTGAGATATTTCAACATGT 
TATGTATATTGGAACTTCTACAGCTTGATGCCTCCTGCTTTTATAGCAGTTTATGGGGAGCAC 
TTGAAAGAGCGTGTGTACATGTATTTTTTTTCTAGGCAAACATTGAATGCAAACGTGTATTTT 
TTTAATATAAATATATAACTGTCCTTTTCATCCCATGTTGCCGCTAAGTGATATTTCATATGT 
GTGGTTATACTCATAATAATGGGCCTTGTAAGTCTTTTCACCATTCATGAATAATAATAAATA 
TGTACTGCTGGCATGTAATGCTTAGTTTTCTTGTATTTACTTCTTTTTTTAAATGTAAGGACC 
AAACTTCTAAACTAATTGTTCTTTTGTTGCTTTAATTTTTT^^AAATTACATTCTTCTGATGTA 
ACATGTGATACATACAAAAGAATATAGTTTAATATGTATTGAAATAAAACACAATAAAATT 
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MPEMPEDMEQEEVNIPNRRVLVTGATGLLGRAVHKEFQQNNWHAVGCGFRRARPKFEQVNLLD 
SNAVHHIIHDFQPHVIVHCAAERRPDVVENQPDAASQLNVDASGNLAKEAAAVGAFLIYISSD 
YVFDGTNPPYREEDIPAPLNLYGKTKLDGEKAVLENNLGAAVLRIPILYGEVEKLEESAVTVM 
FDKVQFSNKSANMDHWQQRFPTHVKDVATVCRQLAEKRMLDPSIKGTFHWSGNEQMTKYEMAC 
AIADAFNLPSSHLRPITDSPVLGAQRPRNAQLDCSKLETLGIGQRTPFRIGIKESLWPFLIDK 
RWRQTVFH 

Signal peptide: 

amino acids 1-30 

Tgansmemt^rane domaxn : 

amino acids 105-127 

N-glycosylation site. 

amino acids 197-201 

N-myristoylation site . 

amino acids 303-30 9 

Short-chain dehydrogenases/reductases family proteins . 

amino acids 18-30 
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TGGGCTCCCTCCAGCACTGCTGTTGCCTGCTGCCTAAGATGGGTGACACTTGGGCCCAGCTTCCCTGGCCTGGGC 
CACCCCACCCAGCAATGCTGCTGATCTCCCTCCTCTTGGCAGCCGGGTTGATGCACTCGGATGCCGGCACCAGCT 
GCCCCGTCCTTTGCACATGCCGTAACCAGGTGGTGGATTGTAGCAGCCAGCGGCTATTCTCCGTGCCCCCAGACC 
■TGCCAATGGACACCCGAAACCTCAGCCTGGCCCACAACCGCATCACAGCAGTGCCGCCTGGCTACCTCACATGCT 
ACATGGAGCTCCAGGTGCTGGATTTGCACAACAACTCCTTAATGGAGCTGCCCCGGGGCCTCTTCCTCCATGCCA 
AGCGCTTGGCACACTTGGACCTGAGCTACAACAATTTCAGCCATGTGCCAGCCGACATGTTCCAGGAGGCCCATG 
GGCTAGTCCACATCGACCTGAGCCACAACCCCTGGCTGCGGAGGGTGCATCCCCAGGCCTTTCAGGGCCTCATGC 
AGCTCCGAGACCTGGACCTCAGTTATGGGGGCCTGGCCTTCCTCAGCCTGGAGGCTCTTGAGGGCCTACCGGGGC 
TGGTGACCCTGCAGATCGGTGGCAATCCCTGGGTGTGTGGCTGCACCATGGAACCCCTGCTGAAGTGGCTGCGAA 
ACCGGATCCAGCGCTGTACAGCAGATTCTCAGCTGGCTGAGTGCCGGGGCCCTCCTGAAGTCGAGGGCGCCCCGC 
TCTTCTCACTCACTGAGGAGAGCTTCAAGGCCTGCCACCTGACCCTGACCCTGGATGATTACCTATTCATTGCGT 
TCGTGGGCTTCGTGGTCTCCATTGCTTCTGTGGCCACCAACTTCCTCCTGGGCATCACTGCCAACTGCTGCCACC 
GCTGGAGCAAGGCCAGTGAAGAGGAAGAGATCTGACATGCCTGCCTCTCATCCCTCCATGCTGCTGACCGCCACA 
GCTGCTGGCCACCAGACGCCCTCCCTGATTGCTCACTCTGGTTCCATGGTGACCTGGCTGCCTCAGTCATGGTTC 
AAGCAAGGTGGGGACACTCATTTTGTATGAGCATCTGCTTTGGGCCAGGCGGCACGCTAGGAATTGGGAACATCA 
GATGAACTGACTCAGTCCCTGCCCTCAAGGCACTTCCCTCTGGTCAAGGAGAGAGATCCAAAAACTATTCCCTTT 
AAGACTATATGTCAGGACTCTGAGCACGTCATTATGGAGGCCCAGAGGAGGAGCCATCATCTGTATCTAGCAATG 
TCCATGAGAATTATAAGATTAGAGTGATTTGTGAACTGGGTCATCAGGAAATATCTACTTTGTCAGGTAGGCAAA 
GAAGGGTGTCTGCACATGGCAGAGGCCAGAATATGCATAGTGTGCTGTGTTGAGAAGAGTGAACAGTTCCTGGTC 
ACTTACTTGTATAGAGGGGGTGTGGCACAGAACTCAAACCTACCCCTCACCTCCTGACACCAAAACTGTCAGCTC 
TCAGCAATGCCAGCCACTGCCTACAGGGAGTAAGAACACCTCTATGACAGCCCCTGGCCTCCTTCCACCAGCAGC 
TACCAGGTGAGACCACCTCCCAGTGACTGCCCCCATATGACCAAATGTCACCAGTTGGTGAGGTCCCAGGCAGCA 
GGCTGAGGATGGACACTTTCAATGCCCTTGCTCCTGCCTCTCACTCAAGTTTTGCTTCAGAAGAGAGAGGCAGGA 
GGCCCAGCAACTGGGGCAGCAAGAGTCCTGGCACCTTGGGATCCTAATCATGTGACTGTTCTTGCCACAGTGCTC 
ATGCCACAGGGTCTCACCAGGAAAGTGCACTGTGGGCCACAGACCCACAGCCTGGCAGCACCCAGAGCTAAAAGG 
GGACAAAGGCAGCACAGTTATGACCATATGAGGCTTTGCATTTTCTTCTAAGCAACTTACCCACGTTAAGCATGA 
GGGTGAGAGAGCTATTAAATACTAAGCCCTTGCCAGTGTCAGGTACTTTGAAAAGCTCTCTGCACAAACCATTCC 
CTTTGACACACACACACACAAATCTTTTGAGGTGAACGCTGTTGTTCCCATTTTACGGATGAGGCAACTAAGGCT 
CAGAGAGGTTAAAGTCACATGCCACTATGAGCAAGATAAAGTCTGTGCTCTTTCTACTGCCCCATCCAAGTTGGG 
GAACATCACCATTCCCTCTAGAGTTATATAAATTCAAATTCAACTAGAGCTGACAAAGTTCCTCATAAGGTCCAG 
GCACTCCTCTGGGCACTTTTATATCTATTGACTCACTTCTTTCAATTCTCACAGCAACACTGCCTGGTGGTTTTT 
ATTATCCCCATTTGACAGATGAATTAATCGTAGAGAGTTGAGTGACTTACCCAAGGTTGTCTGGATAAGCCCTAG 
AAGGAAGGCGGTAGGCAGCTCCATTCAGGGAAACTGCATCTAATCAGTCAGTCAAAAATCAAGTAACTTTACGAG 
CAAAGCACAATTATCATCATCGTGGTCTTCTTCATCAGTTTCGTCAGCAGCATCATTATCTTCCCTCTATTTGTT 
CAGCACCGGATAGTTCATGAGTATTTTTGCATCATTCTCCTTGACTTTTCACATCCCTGTGCAGGAGGTAAATCA 
AACATCAGTAATCCTGTTTTACAGATGGGGAAAAAAGTCTCAAGGTTGGATATGACTTGCTATGTGGCAAGGTTG 
GGGCTCAACCCTAACACAGTTCTCTTTCCAGTGCTTTCTCAAGTGCTTGGGGAAGAGAATGCCTCAGAAGGCTGG 
GTAGTGGGGCCCTGGAATTCAGCATCCATGAATGTGCTAGTGGATAAGCTAAATAGAAGGCAGCCAAACCCATCT 
GCTGTACAGATTGAACTATGCTCACGGTAGGGCAAATTGCAGGCTCTGAAACAGAGACTACACAGGTAACACCTG 
AATAGGAGACTCCTGCTTTACAATGTGTAGATAAAACATCAGCAATGGTGGCCATGGTGGCAGTCATGTGAAAAG 
TAAGATCTTTGGGAATCAAGAAAGGAAGCTGTGTTAACCACTCCTGCTCAAGCCCTGCTGCGTGTGTTGCAAGAG 
ATACTAAGAGAGCAAGAAAGCTATAGGTGAGAACCTCTGCAGTTTAGGAGAAGAACATCAAGGCACAGTCCAACA 
TGCTGATAAGTCTGGCCAGGAGGAGAATTAAAACAGGGGCTTTCCACACCTCCCTTGGCCCAAGCTGCAGCGGTA 
TTCTATCAGCCCATCCTCCTGGAAAGCCTGAAAGGAATGAAGGAGGCTAATAAGTCATCTTCCAGGAAGGCATCC 
CTCACTCGTGCTTCCCTGAGCTAGTCAACCAAAAGAGTCTTCAGAAACTTTGCTAGACCTGAAGTACTTGAACCT 
GTGTCCCCTGAATCTTTCTTACAACATCTGGGACAAATCCCTGGTCCTGTGACATCCGAAGCAGAACTGTGCCCT 
GCTCTCTCCTTCTGTGATGACCAAGGATGGTGAACTCAAGTTGTTCTCTACAAGCCAGGCCAGCAACCTAAATAC 
TTGGAGAGGAACTTTTAGAAACTATAATCCTGACAAAATAGAAAAGTTTCCCATAGGGGCATACCATAATACTAT 
AATAACCTCCCAGGAACTATTGTTTGCCAAAATGTAGTTAATATATTTTAAGATATATGCTTTTTTGCATAGGAC 
TAGAACCAGAAAAGACACCAAATGCCCCCTTGACATCAATGTCCTTTCTAGTGGGACAATTTGGTCTCCATTAAT 
GCCAAACCTTTCTGAACAGGATACATGGCTTTTAAAGGACAGATGTTTCTCCTGCTGCTAGAAGTTCCTCAGTTT 
ACTAGAGCACAATGAGGAAAGTATTCAACCTCCCTACTGCCAAGGAATTCCCTGCTTCTCCCCCACCGCCAtCAT 
CTTGTCCAAGCTATCAGAAGCAACCTTCTAGAGATAATCTAACAATCCTGATTAGAATTGCTCCCATATCCCTGG 
TGACCACAGGCTTCATTCAAATTGTCCAAACTGGTTAACATGTATGTGATGGGGTATCTCTGCATCTGTATGTCT 
GTCTGCGAGGTTCCTTGTATATTGGCTGTCCGCTGACTTGGGACAGATCTCTCTAGAACTTGGGTTCAGTTCTCT 
GACATAGTCCACTCAGCCATAGGCTGAGTGGCTAAATATGCATAAATAAGCATGCCTAAATAGGCATATATAGGT 
TGGTGCAAAAGTAATTGCGGTTTTTGCCATTAAAAATGATGGCAAAAATCCCAATTACTTTTGCGTCAATCTAAT 
ATTACATTGCTTGATAGATTAAGATGGAATCCCACCAGGTTTAGGGTAGGACTGGATGCTCAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAA7VAA 
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MLLISLLLAAGLMHSDAGTSCPVLCTGRNQVVDCSSQRLFSVPPDLPMDTRNLSLAHNRITAV 
PPGYLTCYMELQVLDLHNNSLMELPRGLFLHAKRLAHLDLSYNNFSHVPADMFQEAHGLVHID 
LSHNPWLRRVHPQAFQGLMQLRDLDLSYGGLAFLSLEALEGLPGLVTLQIGGNPWVCGCTMEP 
LLKWLRNRIQRCTADSQLAECRGPPEVEGAPLFSLTEESFKACHLTLTLDDYLFIAFVGFWS 
lASVATNFLLGITANCCHRWSKASEEEEI 

Important features of the protein: 
Signal peptide: 

amino acids 1-17 

Transmeznbrane domain : 

amino acids 241-260 

N-glycosylation sites. 

amino acids 52-55, 81-84, 107-110 

Tyrosine kinase phosphorylation site. 

amino acids 148-154 

N-myristoylation sites. 

amino acids 11-15, 263-268 

Prokaryotic membrane lipoprotein lipid attachment site . 

amino acids 175-185 

Leucine zipper pattern . 

amino acids 77-98 
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GGCTGCGCCCAGGCCGGCGGGCCCAGCAGCTGCGAACCGCCGGCGCACCACCTGTTTCCGCGC 
CCGGGGACTTCCCCGGCGGGGCTCAGAAGTGTGGGGTCGGTCGCTTGGCTTCCCCTGGCGTCA 
GCGACCCAGGGTAACCTCCTCCACTGCTGCGTGCCGTGCAGGCCTGCCTGTGTGAGAGCCACG 
TGTGCCGCGCTCTGGGCACAGCCTTGGAAAGTCAGGACCGCGACGGCAGCAGAGCAGAAACCT 
TACAGAAACATGAAGCCCTCAACCATCTGCTACTCAGTTATTCGGGGCTGACGGCGGCTTCTA 
GAACATCCAGGTGTTCTGCAGATGCGAGAACTCATCCTGTAGTCACCAGATGGAGTCCCAAAC 
AGCCAAGCAGATGTAAGGCCTGTGCTGTGGCTCTGAGGCCCTGAATACAGAAGGGTCACTTTC 
TTAGTGGCCAAAGAGCAGTTGTTGACATTGATGTCTAATTATTGAACACGACCAGTCATTTTA 
CTGAGCTGCAGTGAGGAAACACTGACCATAGAAGATCAAGCCAAATGAGGGATTGCAAATTTC 
CTGATTCTTTTGAATTAGGATTCCAGATGGGGGCCTCATTTCTACAGCCCCCAACATTCCTAT 
AGCCGTTATCACTGCCATCACCACTGCCACCAGCATCTTCTTGCAGATTCCACCCCTGCTCCC 
CAGAGACTTCCTGCTTTGAAAGTGAGCAGAAAGGAAGCTCTCAGAAAAATCTCTAGTGGTGGC 
TGCCGTCGCTCCAGACAATCGGAATCCTGCCTTCACCACCATGGGCTGGCTTTTTCTAAAGGT 
TTTGTTGGCGGGAGTGAGTTTCTCAGGATTTCTTTATCCTCTTGTGGATTTTTGCATCAGTGG 
GAAAACAAGAGGACAGAAGCCAAACTTTGTGATTATTTTGGCCGATGACATGGGGTGGGGTGA 
CCTGGGAGCAAACTGGGCAGAAACAAAGGACACTGCCAACCTTGATAAGATGGCTTCGGAGGG 
AATGAGGTTTGTGGATTTCCATGCAGCTGCCTCCACCTGCTCACCCTCCCGGGCTTCCTTGCT 
CACCGGCCGGCTTGGCCTTCGCAATGGAGTCACACGCAACTTTGCAGTCACTTCTGTGGGAGG 
CCTTCCGCTCAACGAGACCACCTTGGCAGAGGTGCTGCAGCAGGCGGGTTACGTCACTGGGAT 
AATAGGCAAATGGCATCTTGGACACCACGGCTCTTATCACCCCAACTTCCGTGGTTTTGATTA 
CTACTTTGGAATCCCATATAGCCATGATATGGGCTGTACTGATACTCCAGGCTACAACCACCC 
TCCTTGTCCAGCGTGTCCACAGGGTGATGGACCATCAAGGAACCTTCA7VAGAGACTGTTACAC 
TGACGTGGCCCTCCCTCTTTATGAAAACCTCAACATTGTGGAGCAGCCGGTGAACTTGAGCAG 
CCTTGCCCAGAAGTATGCTGAGAAAGCAACCCAGTTCATCCAGCGTGCAAGCACCAGCGGGAG 
GCCCTTCCTGCTCTATGTGGCTCTGGCCCACATGCACGTGCCCTTACCTGTGACTCAGCTACC 
AGCAGCGCCACGGGGCAGAAGCCTGTATGGTGCAGGGCTCTGGGAGATGGACAGTCTGGTGGG 
CCAGATCAAGGACAAAGTTGACCACACAGTGAAGGAAAACACATTCCTCTGGTTTACAGGAGA 
CAATGGCCCGTGGGCTCAGAAGTGTGAGCTAGCGGGCAGTGTGGGTCCCTTCACTGGATTTTG 
GCAAACTCGTCAAGGGGGAAGTCCAGCCAAGCAGACGACCTGGGAAGGAGGGCACCGGGTCCC 
AGCACTGGCTTACTGGCCTGGCAGAGTTCCAGTTAATGTCACCAGCACTGCCTTGTTAAGCGT 
GCTGGACATTTTTCCAACTGTGGTAGCCCTGGCCCAGGCCAGCTTACCTCAAGGACGGCGCTT 
TGATGGTGTGGACGTCTCCGAGGTGCTCTTTGGCCGGTCACAGCCTGGGCACAGGGTGCTGTT 
CCACCCCAACAGCGGGGCAGCTGGAGAGTTTGGAGCCCTGCAGACTGTCCGCCTGGAGCGTTA 
CAAGGCCTTCTACATTACCGGTGGAGCCAGGGCGTGTGATGGGAGCATGGTGCCTGAGCTGCA 
GCATAAGTTTCCTCTGATTTTCAACCTGGAAGACGATACCGCAGAAGCTGTGCCCGTAGAAAG 
_AGGTGGT_GCGGAGTACCAGGCTG.TGC.TGCCCGAGG.T-CAGAAAGGTT-C^^^^^ - 
AGACATTGCCAACGACAACATCTCCAGCGCAGATTACACTCAGGACCCTTCAGTAACTCCCTG 
CTGTAATCCCTACCAAATTGCCTGCCGCTGTCTU^GCCGCATAACAGACCAATTTTTATTCCAC 
GAGGAGGAGTACCTGGAAATTAGGCAAGTTTGCTTCCAAATTTCATTTTTACCCTCTTTACAA 
ACACACGCTTTAGTTTAGTCTTGGAGTTTAGTTTTGGAGTTAGCCTTGCATATCCCTTCTGTA 
TCCTGTCCCCCCTCCACGCCGACCCGAGAGCAGCTGAGCTGCGCTGGCTCTGGGCAGGGAGTG 
TGCCTTAATGGGAAGCACACGGGCTTTGGAGTCAGGCACAGGTGCCAGCTCCAGCTTTTGAAC 
TTGGGCAATTGTTTAACCTAACCTGCAAGTTGATTTTGAGGGTTAAATAAAGGCATACATG7\A 
AATGCCTGGCAACTTTAAAAAAAAAAAA 
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MGWLFLKVLLAGVSFSGFLYPLVDFCISGKTRGQKPNFVIILADDMGWGDLGANWAETKDTAN 
LDKMASEGMRFVDFHAAASTCSPSRASLLTGRLGLRNGVTRNFAVTSVGGLPLNETTLAEVLQ 
QAGYVTGIIGKWHLGHHGSYHPNFRGFDYYFGIPYSHDMGCTDTPGYNHPPCPACPQGDGPSR 
NLQRDCYTDVALPLYENLNIVEQPVNLSSLAQKYAEKATQFIQRASTSGRPFLLYVALAHMHV 
PLPVTQLPAAPRGRSLYGAGLWEMDSLVGQIKDKVDHTVKENtFLWFTGDNGPWAQKCELAGS 
VGPFTGFWQTRQGGSPAKQTTWEGGHRVPALAYWPGRVPVNVTSTALLSVLDIFPTVVALAQA 
SLPQGRRFDGVDVSEVLFGRSQPGHRVLFHPNSGAAGEFGALQTVRLERYKAFYITGGARACD 
GSMVPELQHKFPLIFNLEDDTAEAVPLERGGAEYQAVLPEVRKVLADVLQDIANDNISSADYT 
QDPSVTPCCNPYQIACRCQAA 

Important features of the protein: 
Signal peptide: 

amino acids 1-15 

Transmembrane domain: 

amino acids 353-373 

N-glycosylation sites , 

amino acids 117-120, 215-218, 356-359, 397-500 
N-myrlstoylatlon sites. 

amino acids 12-17, 33-38, 52-57, .97-102, 101-106, 113-118, 158- 
163, 328-333, 388-393, 418-423, 435-440,. 436-441 

Amidation site . 

amino acids 382-385 

Sulf atases signature 2 . 

amino acids 123-138 
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TGGACAAGACACCTCCAGGAGCCCAGCTCACAGCCACCGGTACCTTCTTCCAGGACAAGCTGG 
GGGCCTCCATGGGCGCCTGAGGGCCAGGCGCCAGGGCCGTGGGCACGAGTATGGTGAGACACC 
AGCCCCTGCAGTACTACGAGCCACAGCTGTGCCTCTCCTGCCTCACGGGCATCTACGGCTGCC 
GTTGGAAGCGCTACCAGCGCTCCCATGATGATACCACACCGGGCACAGCGCCATTCCTG.CATG 
TGGGGGCTGTGGCAGCAGTCACCATGCTCTCCTGGATCGTGGCAGGACAGTTCGCCCGTGCAG 
AGCGGACCTCCTCCCAGGTGACCATTCTCTGTACCTTCTTCACCGTGGTGTTTGCCCTCTACC 
TGGCCCCTCTCACCATCTCCTCTCCCTGCATCATGGAGAAGAAAGACCTCGGCCCCAAGCCTG 
CTCTCATTGGCCACCGCGGGGCCCCCATGCTGGCTCCAGAGCACACGCTCATGTCCTTCCGGA 
AGGCCCTCGAGCAGAAGCTGTACGGGCTCCAGGCTGACATTACCATCAGCCTGGACGGCGTGC 
CCTTCCTCATGCATGACACCACCCTGCGGCGCACCACCAACGTGGAGGAGGAGTTCCCGGAGC 
TGGCCCGCAGGCCTGCCTCCATGCTTAACTGGACCACCCTGCAGAGACTCAACGCTGGCCAGT 
GGTTCCTGAAGACTGACCCCTTCTGGACAGCCAGCTCCCTGTCACCCTCCGACCACAGAGAGG 
CCCAGAACCAGTCCATCTGCAGCCTGGCAGAGCTCCTGGAGCTGGCCAAGGGCAATGCCACAC 
TGCTGCTCAACCTGCGTGACCCGCCCCGGGAGCACCCCTACCGCAGCAGTTTTATCAACGTGA 
CTCTGGAGGCCGTGCTGCACTCCGGCTTCCCCCAGCACCAGGTCATGTGGCTGCCTAGCAGGC 
AGAGGCCCCTGGTGCGGAAGGTGGCTCCCGGCTTCCAACAGACATGAGGGTCCAAGGAGGCAG 
TCGCCAGCCTGCGGAGAGGCCACATCCAGCGGCTGAACCTGCGCTACACTCAGGTGTCCCGCC 
AGGAGCTCAGGGACTACGCGTCCTGGAACCTGAGTGTGAACCTCTACACAGTCAACGCACCGT 
GGCTCTTCTCCCTGCTGTGGTGTGCGGGGGTCCCATCCGTCACCTCTGACAACTCCCACACCC 
TGTCCCAGGTGCCTTCCCCCCTCTGGATCATGCCCCCGGACGAGTACTGTCTCATGTGGGTCA 
CTGCCGACCTGGTCTCCTTCACCCTCATCGTGGGCATCTTCGTGCTCCAGAAGTGGCGCCTGG 
GTGGCATACGGAGCTACAACCCTGAGCAGATCATGCTGAGTGCTGCGGTGCGCCGGACCAGCC 
GGGACGTCAGCATCATGAAGGAGAAGCTTATTTTCTCAGAGATCAGCGATGGTGTAGAGGTCT 
CCGATGTGCTCTCCGTATGTTCAGACAACAGTTATGACACATATGCC7\ACAGCACCGCCACCC 
CTGTGGGCCCCCGAGGGGGTGGCAGCCACACCAAGACCCTCATAGAGCGGAGTGGGCGT TAG C 
TGAAGACATGTCTGTCCCACCTGTACCTGACACAGAAGCTGGGGAGCCTAGGAGAGCTGGTGG 
AAGTGTGTCTGAACTCGGAGTGCTCTGGGAGCGGGCTCCACAGCCTCCTTGTGGGCTCCAGCC 
CCTTGTCAGCCGCAGCCTCTCTTGAGGGGGACTCCCTGTCTCCTGAGGCCCAGCTGGGCCAGG 
ACTCCATCCTTTCAGATGCCCCTGCAGGCCTGGGGCTCCTTCTGGGAAGTATGGGGCCTAGGG 
CTTGGTCCCCCTCTTCTGAGGCCCTCTCCTGTATCCCGACCTGGT^GCTTTGATGGGTCATGG 
GCCATGCCATACCCCCTGTGGC7y\TGGAGTGTGTGGATGCTCACCTGTGCCATCTGTCCTCCT 
GTCTGTGCCAGGAGGCACCTGAGTTCTCTGCTGTTATCCTGCCCCAAGGGCCTGGGCCGAGCC 
TCTACCTGAAGCAACTCTGCTCTTCCTGTCAGTCTCAAAGCACAAGGAGGTTCAGCCCAGGAG 
GAAGCCAGCTGCAATGTGGAGACACGTCCTCCTCCCCAACCCACCTCATGCCACCGCCAACCC 
CCTGCCCCAGGAGCGGGCCTGAGCCACGTCCCCTAGGAGCAGCTGGAGATGGCCAAAAGAGTG 
AGCTCAGGACTACTGGAT-CCCATGCCCAGGTGTCCAGCAGACCTCAAGGCAGAAGGGTCACCT 
AACCCAGGAGTCCACAGACTGATGTGACCTCAGGTTCCCACATCAGTGGCCACAGGGCAGGGC 
CCACCTGGTAGAAGTGTTCTGGATATGGCCAGGGTGGGTGTGTGGCTAAGTGGGCCTGAACAG 
AGGG7VACCTAGGGCCCTTGGCCAATGTGATTAAAGCTGCCATCTTGAAA 
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FIGURE 58 

MVRHQPLQYYEPQLCLSCLTGIYGCRWKRYQRSHDDTTPGTAPFLHVGAVAAVTMLSWIVAGQ 
FARAERTSSQVTILCTFFTVVFALYLAPLTISSPCIMEKKDLGPKPALIGHRGAPMLAPEHTL 
MSFRKALEQKLYGLQADITISLDGVPFLMHDTTLRRTTNVEEEFPELARRPASMLNWTTLQRL 
NAGQWFLKTDPFWTASSLSPSDHREAQNQSICSLAELLELAKGNATLLLNLRDPPREHPYRSS 
FINVTLEAVLHSGFPQHQVMWLPSRQRPLVRKVAPGFQQTSGSKEAVASLRRGHIQRLNLRYT 
QVSRQELRDYASWNLSVNLYTVNAPWLFSLLWCAGVPSVTSDNSHTLSQVPSPLWIMPPDEYC 
LMWVTADLVSFTLIVGIFVLQKWRLGGIRSYNPEQIMLSAAVRRTSRDVSIMKEKLIFSEISD 
GVEVSDVLSVCSDNSYDTYANSTATPVGPRGGGSHTKTLIERSGR 

lmpori:an'k £eat:ures of the protein : 
Signal peptide : 

amino acids 1-24 

Transmembrane domains : 

amino acids 47-61, 77-93, 335-350, 380-399 
N-glycosylation sites . 

amino acids 182-186, 217-221, 233-237, 255-259, 329-333, 462-466 

Tyrosine kinase phosphorylation site, 

amino acids 130-139 

N-myristoylation sites . 

amino acids 21-27, 48-54, 294-300, 404-410, 442-448, 473-479 
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FIGURE 59 



CCTGAGCAAACACAGCAGCCCG'AGTGTTCCCAAGGCCAAAATGCTGAGAACGTCCACTCCTAA 
TCTGTGTGGTGGTCTGCATTGCCGGGCCCCCTGGCTCTCTTCTGGCATTCTCTGCCTCTGCCT 
CATATTCTTGTTAGGCCAGGTGGGCTTGCTGCAGGGACACCCCCAGTGCCTGGATTACGGGCC 
CCCTTTCCAGCCCCCTCTGCACCTTGAGTTTTGCTCTGACTATGAGTCCTTCGGCTGCTGTGA 
TCAGCACAAGGACCGCCGCATCGCTGCCCGGTACTGGGACATCATGGAATATTTTGATCTGAA 
GAGACATGAGCTGTGTGGAGATTACATTAAAGACATCCTTTGCCAGGAGTGCTCGCCCTACGC 
AGCCCACCTCTACGACGCCGAAAACACCCAGACGCCTCTCCGGAATCTCCCGGGCCTCTGCTC 
TGATTACTGCTCTGCCTTCCATTCTAACTGTCACTCAGCCATTTCCCTGCTGACCAATGACCG 
CGGCCTCCAGGAGTCTCATGGAAGGGACGGTACCCGCTTCTGCCACCTCCTGGACCTTCCTGA 
CAAGGACTATTGCTTCCCTAATGTCCTGAGGAACGACTATCTCAACCGCCACCTGGGCATGGT 
GGCCCAAGATCCTCAGGGCTGCCTGCAGCTCTGCCTGAGCGAGGTGGCCAACGGGCTGAGGAA 
CCCCGTCTCCATGGTCCATGCTGGGGACGGCACCCATCGCTTCTTTGTTGCCGAGCAGGTAGG 
AGTGGTGTGGGTCTACCTCCCTGATGGGAGTCGCCTGGAGCAACCCTTCCTGGACCTCAAGAA 
CATCGTGTTGACCACCCCATGGATCGGGGATGAGAGAGGCTTCTTGGGGTTGGCTTTTCACCC 
CAAATTCCGCCACAATCGCAAGTTCTATATTTATTATTCGTGCCTGGACAAGAAGAAGGTAGA 
AAAGATCCGAATTAGTGAGATGAAGGTTTCTCGGGCTGATCCTAACAAAGCTGACCTGAAATC 
AGAGAGGGTCATCTTGGAGATTGAAGAACCAGCCTCAAACCATAATGGCGGACAACTTCTTTT 
TGGCCTGGATGGCTATATGTACATATTCACTGGGGACGGGGGACAGGCTGGAGATCCCTTTGG 
CCTGTTTGGAAATGCTCAGAACAAAAGTTCCCTGCTGGGAAAAGTTTTAAGGATCGATGTGAA 
CAGGGCAGGCTCACATGGCAAGCGGTACCGAGTCCCCTCGGACAATCCATTTGTTTCTGAGCC 
AGGGGCCCACCCCGCCATCTATGCCTATGGGATCAGGAACATGTGGCGTTGTGCTGTGGACCG 
AGGGGACCCCATCACGCGCCAGGGCCGAGGCCGGATATTCTGTGGGGACGTGGGCCAGAACAG 
GTTTGAAGAGGTTGACCTCATTTTGA7\AGGTGGAAACTATGGCTGGAGAGCAAAGGAAGGGTT 
TGCATGTTATGACAA7VAAACTTTGTCACAATGCCTCTTTGGATGATGTTCTGCCAATCTATGC 
TTATGGCCATGCAGTGGGGAAGTCAGTCACTGGAGGTTATGTCTATCGTGGTTGTGAATCCCC 
AAATCTCAATGGCCTGTATATCTTTGGAGACTTCATGAGTGGTCGACTTATGGCTTTGCAGGA 
AGATAGAAAAAACAAGAAATGGAAGAAGCAGGATCTTTGCCTGGGCAGCACCACGTCCTGTGC 
CTTCCCAGGGCTGATCAGCACCCATAGCAAGTTCATCATCTCCTTTGCTGAAGATGAAGCAGG 
GGAGCTGTATTTCCTGGCGACCTCTTACCCAAGTGCCTATGCACCACGTGGATCTATTTACAA 
GTTTGTTGACCCCTCAAGGCGAGCACCCCCAGGCAAGTGCAAATACAAGCCAGTGCCCGTGAG 
AACCAAGAGTAAGCGGATCCCGTTCAGACCACTCGCCAAGACAGTCTTGGACTTGCTAAAGGA 
ACAATCAGAGAAAGCTGCTAGAAAATCTTCCAGTGCAACCTTAGCTTCTGGCCCAGCCCAGGG 
TTTGTCTGAGAAAGGCTCCTCCAAGAAGCTGGCTTCTCCTACAAGCAGCAAGAATACATTGCG 
AGGGCCTGGTACAAAGAAGAAAGCCAGAGTGGGGCCCCACGTCCGCCAGGGCAAGAGGAGGAA 
GAGCCTGAAAAGCCACAGTGGCAGGATGAGGCCATCAGCAGAGCAGAAGCGAGCTGGCAGAAG 
TCTCCCTTGACCTATTGGTCAAGGTGGCCGACAGGGTGACGTGAGAGAGGAGAGCCACCTCAT 
CAAATGAAAGTCACTGCTGAATAAAGACGTTAGAAGTCTGGGAAGCCAGGGTAGAGGTGGGGC 
AGGGCGGTTTTCCTCTCCCTGGGAAATCTTGCTGTCTACTGAATAAATAAATGCACCTTCTCT 
GTATGCAGTGCTTCTGTGGGAGACCATATCCCAGATTGCTGGTGCACCTGGGTTATGGTAAGC 
ACTAGTCCATGAGCCTGCTTGGAATCACACTGGATGTCTCCGTTTTGTCTTGTAAATGCCTAC 
AACCTGAGGTAATAAATCAACATTTGCTCA 
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FIGURE 60 ' 

MLRTSTPNLCGGLHCRAPWLSSGILCLCLIFLLGQVGLLQGHPQCLDYGPPFQPPLHLEFCSD 
YESFGCCDQHKDRRIAARYWDIMEYFDLKRHELCGDYIKDILCQECSPYAAHLYDAENTQTPL 
RNLPGLCSDYCSAFHSNCHSAISLLTNDRGLQESHGRDGTRFCHLLDLPDKDYCFPNVLRNDY 
LNRHLGMVAQDPQGCLQLCLSEVANGLRNPVSMVHAGDGTHRFFVAEQVGVVWVYLPDGSRLE 
QPFLDLKNIVLTTPWIGDERGFLGLAFHPKFRHNRKFYIYYSCLDKKKVEKIRISEMKVSRAD 
PNKADLKSERVILEIEEPASNHNGGQLLFGLDGYMYIFTGDGGQAGDPFGLFGNAQNKSSLLG 
KVLRIDVNRAGSHGKRYRVPSDNPFVSEPGAHPAIYAYGIRNMWRCAVDRGDPITRQGRGRiF 
CGDVGQNRFEEVDLILKGGNYGWE^KEGFACYDKKLCHNASLDDVLPIYAYGHAVGKSVTGGY 
VYRGCESPNLNGLYIFGDFMSGRLMALQEDRKNKKWKKQDLCLGSTTSCAFPGLISTHSKFII 
SFAEDEAGELYFLATSYPSAYAPRGSIYKFVDPSRRAPPGKCKYKPVPVRTKSKRIPFRPLAK 
TVLDLLKEQSEKAARKSSSATLASGPAQGLSEKGSSKKLASPTSSKNTLRGPGTKKKARVGPH 
VRQGKRRKSLKSHSGRMRPSAEQKRAGRSLP 

Important features of the protein: 
Signal peptide: 

amino acids 1-41 
Transmembrane domain : 

amino acids 17-36 
N-glycosylation sites . 

amino acids 372-376, 480-484 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 645-649, 699-703 
Tyrosine kinase phosphorylation site, 
amino acids 81-89 
N-myrlstoylatlon sites . 

amino acids 11-17, 37-43, 156-162, 165-171, 357-363, 365-371, 

368-374, 408-414, 459-465, 548-554, 557-563 

Amldatlon sites . 

amino acids 391-395, 696-700 

Cell attachment sequence . 

amino acids 428-431 

Leucine zipper pattern. 

amino acids 25-47 
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FIGURE 61 

CTCCATTAAACCACCACCAGCTCCCCAAGCCACCCCTTCAGCCATGAAGTTCCTGCTCCTGGT 
CTTGGCAGCCCTCGGATTCCTGACCCAGGTGATCCCAGCCAGTGCAGGTGGGTCAAAATGTGT 
GAGTAACACCCCAGGATACTGCAGGACATGTTGCCACTGGGGGGAGACAGCATTGTTCATGTG 
CAACGCTTCCAGAAAATGCTGCATCAGCTACTCCTTCCTGCCGAAGCCTGACCTACCACAGCT 
CATCGGTAACCACTGGCAATCAAGGAGAAGAAACACACAAAGGAAAGACAAGAAGCAACAAAC 
GACCGTAACATCATAATAACCACTGCTATCGCCTCCACCAACTCAGAGAAATATCATTTCCAC 
AGTTCCAATTCCTCCTACATTGCTGAGTACTAGCCAAGGCTCCTCTTTATGGGGCAGATATCT 
ATAGCC7VACCCCAAAACTTCTGTCTTCTATCATTCTGTCATTCATCTAGT7\ACTAATTTGGAG 
TTTGTATCTATCTTACGAGAACAATCATCATGCAGATTCGTCCACAGGGGATCTGTCAGTTTG 
GGTCCTCCAAATGAAAAATGTCAAGACAGAATTGGACATGCAAAAGATTGACTGGGAGAACAC 
ACCTCTGATGGACAAAGGTGAGACAGAGCAGCCACAGGCAGGGAGAGCCTTCAGACTGCAACG 
CTGGCCTGATACGTGTCAAAGGAGAGAGGGATAGAGGAGGATTGAATAGAAGGAGACTAAGAC 
TGCAGCTCTAAGAAAGTCTCAGCCAAACAGATGGGGAGGCCCAAAGCAAGGCTTGCCCCTCAG 
AGGAGCTCACGCAGGGCAGGAATAGCCAGGTTCTCATATCCCAGGGGTTCAGACTTGGCTGAG 
AACAGCCCCTGGAGAACATGGGGTGACTGCTACCATAGGTCTGGAAGTATGAGGCTGTCCACC 
AACTATCCCCTTGAAGCAAGTTCTCTTGAAAGGAAATCTAAACAGTGCACCCCCATGGCTGCC 
ACGGAGTATAAGGAGGGAGAGAAAGGAGCTGAAAGTCTAGGTTTGGCCAGCTAGGTAGACTGA 
CTTGTGAGGTATTTATTTATTCATTTGAGTAACAAAGCAGACAGAATACATAGCCACCATTGG 
TAGTACACCCCAAAAGCAAGGATGGCATGATGCTGGTGACTCAAACGTGCCTACTCATGGTGT 
CATVATTGGCATAATCCTCTTGGGAAGCTGTGTGGAAATAAGCACAGAGAAGCAGAACTCTAAT 

TGCTTAATCCACTAAACATTACTTCTGGGAATTGGCTCATCATAAATTATCCAAGAGAAAGCA 

1 

C7VAAGTTATGGGCACAAAGGTTTTCCATATAATATTATTTA7U\ATGCTGAGA7yy\TGAAAAAA 
TCTAAATGGTGAAATATATACTAATGCCATCTATAAATACAAACAAATAGAATGTTTATAGAA 
TAATGGAACATAATAACATTATTCAAAATTGCATTTATGCTATAGTTGTCAAAATTGTCTCCT 
TATATGATACAAAACTCATGAAAATTATGACTTTTTTGTTTGGTTGGAAAGCAGAATT-A-TGCA 
TAAATTTCCTCTTACAGTTCGATGCCCATTAGTTTTATATAACATTTATTTGACACGTACTGA 
CTTCTATCTGAGAAGi\ACAAACCAAAACACTCAGGCCTAAATAATTAAAAACGGTCCTAAAAA 
CTAGCAAACCAGATAAGAAAAGATGTTAATGCCCATTCCCTAACTTATGTCTTAGACCAAAAT 
TAATTCTAGATGGTTTTAAAATGACAGTGTAAAAGTAAAGTATTAAAAGATTGTGTGGTCAAA 
TATTCAATTTAAGAGCAAGGAAATTCTTATAAATATAACAATAGAGGCAGAACTCATGTAAGA 
ATAAATTGATTAGGTGGTATTAAATATTAAGTTCTTATGTATGTCAAAAGATATCATTTTGAA 
ATTCATCCATCTTATTGGGTATTGCAGGAGTTCATTCCTTTTTGTTTATAAATACTCTTCCGT 
CATATGAATAGTATTCATTTGTATACTGGTTTGTTGATGGACATTTGGGTTGTTCCCAGTTTA 
TGGCTATTACAAATAAAGCTTCTATGAACATTTATGTACA 
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FIGURE 62 

MKFLLLVLAALGFLTQVIPASAGGSKCVSNTPGYCRTCCHWGETALFMCNASRKCCISYSFLP 
KPDLPQLIGNHWQSRRRNTQRKDKKQQTTVTS 

Imporbanl^ feat:ures of the protein: 
Signal peptide: 

amino acids 1-16 

Transmembrane domain : 

amino acids 1-22 

N-glycosylation site . 

amino acids 50-53 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

.amino acids 79-82 

N-myristoylation site. 

amino acids 23-28 



BNSDOCID: <WD 0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



63/550 

FIGURE 63 

GCGGAGCGCCTGGGAGAGGAGAAGGAGCCGACCTGCCGAGATGGAGGCGACCGGCACCTGGGC 
GCTGCTGCTGGCGCTGGCGCTGCTCCTGCTGCTGACGCTGGCGCTGTCCGGGACCAGGGCCCG 
AGGCCACCTGCCCCCCGGGCCCACGCCGCTACCACTGCTGGGAAACCTCCTGCAGCTACGGCC 
CGGGGCGCTGTATTCAGGGCTCATGCGGCTGAGTAAGAAGTACGGACCGGTGTTCACCATCTA 
CCTGGGACCCTGGCGGCCTGTGGTGGTCCTGGTTGGGCAGGAGGCTGTGCGGGAGGCCCTGGG 
AGGTCAGGCTGAGGAGTTCAGCGGCCGGGGAACCGTAGCGATGCTGGAAGGGACTTTTGATGG 
CCATGGGGTTTTCTTCTCCAACGGGGAGCGGTGGAGGCAGCTGAGGAAGTTTACCATGCTTGC 
TCTGCGGGACCTGGGCATGGGGAAGCGAGAAGGCGAGGAGCTGATCCAGGCGGAGGCCCGGTG 
TCTGGTGGAGACATTCCAGGGGACAGAAGGACGCCCATTCGATCCCTCCCTGCTGCTGGCCCA 
GGCCACCTCCAACGTAGTCTGCTCCCTCCTCTTTGGCCTCCGCTTCTCCTATGAGGATAAGGA 
GTTCCAGGCCGTGGTCCGGGCAGCTGGTGGTACCCTGCTGGGAGTCAGCTCCCAGGGGGGTCA 
GACCTACGAGATGTTCTCCTGGTTCCTGCGGCCCCTGCCAGGCCCCCACAAGCAGCTCCTCCA 
CCACGTCAGCACCTTGGCTGCCTTCACAGTCCGGCAGGTGCAGCAGCACCAGGGGAACCTGGA 
TGCTTCGGGCCCCGCACGTGACCTTGTCGATGCCTTCCTGCTGAAGATGGCACAGGAGGAACA 
AAACCCAGGCACAGAATTCACCAACAAGAACATGCTGATGACAGTCATTTATTTGCTGTTTGC 
TGGGACGATGACGGTCAGCACCACGGTCGGCTATACCCTCCTGCTCCTGATGAAATACCCTCA 
TGTCCAAAAGTGGGTACGTGAGGAGCTGAATCGGGAGCTGGGGGCTGGCCAGGCACCAAGCCT 
AGGGGACCGTACCCGCCTCCCTTACACCGACGCGGTTCTGCATGAGGCGCAGCGGCTGCTGGC 
GCTGGTGCCCATGGGAATACCCCGCACCCTCATGCGGACCACCCGCTTCCGAGGGTACACCCT 
GCCCCAGGGCACGGAGGTCTTCCCCCTCCTTGGCTCCATCCTGCATGACCCCAACATCTTCAA 
GCACCCAGAAGAGTTCAACCCAGACCGTTTCCTGGATGCAGATGGACGGTTCAGGAAGCATGA 
GGCGTTCCTGCCCTTCTCCTTAGGGAAGCGTGTCTGCCTTGGAGAGGGCCTGGCAAAAGCGGA 
GCTCTTCCTCTTCTTCACCACCATCCTACAAGCCTTCTCCCTGGAGAGCCCGTGCCGGCCGGA 
CACCCTGAGCCTCAAGCCCACCGTCAGTGGCCTTTTCAACATTCCCCCAGCCTTCCAGCTGCA 
AGTCCGTCCCACTGACCTTCACTCCACCACGCAGACCAGATGAAGGAAGGCAACTTGGAAGTG 
GTGGGTGCCCAGGACGGTGCCTCCAGCCTCAACAGTGGGCATGGACAGGGTTAATGTCTCCAG 
AGTGTACACTGCAGGCAGCCACATTTACACGCCTGCAGTTGTTTTCCGGAGTCTGTCCCACGG 
CCCACACGCTCACTTGACTCATGCTGCTAAGATGCACAACCGCACACCCATACACAACTACAA 
GGGCCACAAAGCAACTGCTGGGTTAGCTTTCCACAGACATAAATATAGTCCATCTGCAATCAC 
AAGCACATAGCCAGGTAACCCACCAACTCCCCTGGATCTGCAGCCCACACGTGGGAGTCTGGC 
TGTCACCTTCACAAGCCACAGAAACGGCCACACATGTTCACAGCTCACACGCCCTCTCCATTC 
ATCGAACTTCTCAGTGTCCCTGTCCCTGGTGCCTGGCACAGGGAACAGCATGCCCCCTCCGGG 
GTCATGCCACCCAGAGACTGTCGCTGTCTATGGCCCCAACTCATGCTCCCTCTCTTGGCTACA 
CCACTCTCCCAGCCTGTGACCACCGATGTCCACACACCCCCAACCACTTGTCCACACAGCTAC 
CCACGTACAACATCGTCCTGGCTCCCCAGAGTATCTTCCCACTGAGACACGCCGCCCCCACAG 
AGGCACAGTCCCCAGCCACCTC-TGCT^CTGCAGCCCTeAGTCACCCCTTTTTAAGCACCCTGA 
TTCTACCAAATGCAAACACATCTGGGTCTGCGATTATGCACAGAGACTTTGGACATACGAGGA 
CCCTCAGACCGGAGGAACACCTGCCCAACCCCAACACGTGCTTATGTAACCACGTGGAAAGCG 
GCCCCTGCTGCCCCTCCACACACACATACACACTCACTGATCTACAGCCCCTGTTCGGCGTCA 
GAGTCCCCACTAGACCCAGTGGAAGGGGTTAGAGACCAAGTAGGGGCCAGTTTCCAATTCACC 
CTGTCAGGGAGTGAGCCGGATCTGACGTTCCTTGTGACTTAAGGGTCCGGCTTGGGAATTAAA 
GTTTGTTTCTGGCCTTTAGCCTAAAAAAAAAAAAAAAAAA 
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FIGURE 64 

MEATGTWALLLALALLLLLTLALSGTRARGHLPPGPTPLPLLGNLLQLRPGALYSGLMRLSKK 
YGPVFTIYLGPWRPVWLVGQEAVREALGGQAEEFSGRGTVAMLEGTFDGHGVFFSNGERWRQ 
LRKFTMLALRDLGMGKREGEELIQAEARCLVETFQGTEGRPFDPSLLLAQATSNVVCSLLFGL 
RFSYEDKEFQAWRAAGGTLLGVSSQGGQTYEMFSWFLRPLPGPHKQLLHHVSTLAAFTVRQV 
QQHQGNLDASGPARDLVDAFLLKMAQEEQNPGTEFTNKNMLMTVIYLLFAGTMTVSTTVGYTL 
LLLMKYPHVQKWVREELNRELGAGQAPSLGDRTRLPYTDAVLHEAQRLLALVPMGIPRTLMRT 
TRFRGYTLPQGTEVFPLLGSILHDPNIFKHPEEFNPDRFLDADGRFRKHEAFLPFSLGKRVCL 
GEGLAKAELFLFFTTILQAFSLESPCPPDTLSLKPTVSGLFNIPPAFQLQVRPTDLHSTTQTR 

Importan't £ea1:ures of the protein: 
Signal peptide: 

amino acids 1-28 

Transmembrane domain : 

amino acids 294-313 

Glycosaminoglycan attachment site . 

amino acids 99-103 

cAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids 128-132 

N-myristoylation sites. 

amino acids 51-57, 109-115, 115-121, 188-194, .207-213, 257-263, 
284-290, 339-345, 370-376, 444-450 

Amidation sites . 

amino acids 140-144, 435-439 

Leucine zipper pattern. 

amino acids 32-54, 39-61 

Cytochrome P450 cysteine heme-iron ligand signature. 

amino acids 433-443 
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FIGURE 65 

CGGACGCGTGGGGCCGTATGCGCGGCTCTGTGGAGTGCACCTGGGGTTGGGGGCACTGTGCCC 
CCAGCCCCCTGCTCCTTTGGACTCTACTTCTGTTTGCAGCCCCATTTGGCCTGCTGGGGGAGA 
AGACCCGCCAGGTGTCTCTGGAGGTCATCCCTAACTGGCTGGGCCCCCTGCAGAACCTGCTTC 
ATATACGGGCAGTGGGCACCAATTCCACACTGCACTATGTGTGGAGCAGCCTGGGGCCTCTGG 
CAGTGGTAATGGTGGCCACCAACACCCCCCACAGCACCCTGAGCATCAACTGGAGCCTCCTGC 
TATCCCCTGAGCCCGATGGGGGCCTGATGGTGCTCCCTAAGGACAGCATTCAGTTTTCTTCTG 
CCCTTGTTTTTACCAGGCTGCTTGAGTTTGACAGCACCAACGTGTCCGATACGGCAGCAAAGC 
CTTTGGGAAGACCATATCCTCCATACTCCTTGGCCGATTTCTCTTGGAACAACATCACTGATT 
CATTGGATCCTGCCACCCTGAGTGCCACATTTCAAGGCCACCCCATGAACGACCCTACCAGGA 
CTTTTGCCAATGGCAGCCTGGCCTTCAGGGTCCAGGCCTTTTCCAGGTCCAGCCGACCAGCCC 
AACCCCCTCGCCTCCTGCACACAGCAGACACCTGTCAGCTAGAGGTGGCCCTGATTGGAGCCT 
CTCCCCGGGGAAACCGTTCCCTGTTTGGGCTGGAGGTAGCCACATTGGGCCAGGGCCCTGACT 
GCCCCTCAATGCAGGAGCAGCACTCCATCGACGATGAATATGCACCGGCCGTCTTCCAGTTGG 
ACCAGCTACTGTGGGGCTCCCTCCCATCAGGCTTTGCACAGTGGCGACCAGTGGCTTACTCCC 
AGAAGCCGGGGGGCCGAGAATCAGCCCTGCCCTGCCAAGCTTCCCCTCTTCATCCTGCCTTAG 
CATACTCTCTTCCCCAGTCACCCATTGTCCGAGCCTTCTTTGGGTCCCAGAATAACTTCTGTG 
CCTTCT^ATCTGACGTTCGGGGCTTCCACAGGCCCTGGCTATTGGGACCAACACTACCTCAGCT 
GGTCGATGCTCCTGGGTGTGGGCTTCCCTCCAGTGGACGGCTTGTCCCCACTAGTCCTGGGCA 
TCATGGCAGTGGCCCTGGGTGCCCCAGGGCTCATGCTGCTAGGGGGCGGCTTGGTTCTGCTGC 
TGCACCACAAGAAGTACTCAGAGTACCAGTCCATAAATTAAGGCCCGCTCTCTGGAGGGAAGG 
ACATTACTGAACCTGTCTTGCTGTGCCTCGAAACTCTGGAGGTTGGAGCATCAAGTTCCAGCC 
GGCCCCTTCACTCCCCCATCTTGCTTTTCTGTGGAACCTCAGAGGCCAGCCTCGACTTCCTGG 
AGACCCCCAGGTGGGGCTTCCTTCATACTTTGTTGGGGGACTTTGGAGGCGGGCAGGGGACAG 
GGCTATTGATAAGGTCCCCTTGGTGTTGCCTTCTTGCATCTCCACACATTTCCCTTGGATGGG 
ACTTGCAGGCCTAAATGAGAGGCATTCTGACTGGTTGGCTGCCCTGGAAGGCAAGAAAATAGA 
TT T ATTT T T TT TO AC AGGG AAT^AAAAAAAAA 



BNSDOCID: <WO 0140466A2_I_> 



wo 01/40466 



PCT/USOO/32678 



66/550 

FIG03RE 66 

MRGSVECTWGWGHCAPSPLLLWTLLLFAAPFGLLGEKTRQVSLEVIPNWLGPLQNLLHIRAVG 
TNSTLHYVWSSLGPLAVVMVATNTPHSTLSINWSLLLSPEPDGGLMVLPKDSIQFSSALVFTR 
LLEFDSTNVSDTAAKPLGRPYPPYSLADFSWNNITDSLDPATLSATFQGHPMNDPTRTFANGS 
LAFRVQAFSRSSRPAQPPRLLHTADTCQLEVALIGASPRGNRSLFGLEVATLGQGPDCPSMQE 
QHSIDDEYAPAVFQLDQLLWGSLPSGFAQWRPVAYSQKPGGRESALPCQASPLHPALAYSLPQ 
SPIVRAFFGSQNNFCAFNLTFGASTGPGYWDQHYLSWSMLLGVGFPPVDGLSPLVLGIMAVAL 
GAPGLMLLGGGLVLLLHHKKYSEYQS IN 

N-glycosylation sl'tes : 

amino acids 65-69, 95-99, 134-138, 159-163, 187-191, 230-234, 
333-337 

cAMP- and cGMP-dependen-b protein kinase phosphorylation site: 

amino acids 397-401 

Casein kinase II phosphorylation sites : 

amino acids 151-155, 249-253, 255-259 

N-myrlstoylatlon sites : 

amino acids 3-9, 63-69, 235-241, 273-279, 292-298, 324-330 

Leucine zipper pattern . 

amino acids 371-393 
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FIGURE 67 



CGGGACAGGCGCGTGAGGCCACAACACATGCGTGTATCTTGCTTGGGCTATCTTCCCTGCTCTGCCACGCCGGGT 
CTGGAGAAGGGGTTTCAGCCCCAGGACATTTACTGAGAGTCGGCGAATATTGGGAGCCGCGATGTTCCCCCTTCG 
GGCCCTGTGGTTGGTCTGGGCGCTTCTAGGAGTGGCCGGATCATGCCCGGAGCCGTGCGCCTGCGTGGACAAGTA 
CGCTCACCAGTTCGCGGACTGCGCTTACAAAGAGTTGCGTGAGGTGCCGGAAGGACTGCCTGCCAACGTGACGAC 
GCTTAGTCTGTCCGCGAACAAGATCACTGTGCTGCGGCGCGGGGCCTTCGCCGACGTCACACAGGTCACGTCGCT 
GTGGCTGGCGCACAATGAGGTGCGCACCGTGGAGCCAGGCGCACTGGCCGTGCTGAGTCAGCTCAAGAACCTCGA 
TCTGAGCCACAACTTCATATCCAGCTTTCCGTGGAGCGACCTGCGCAACCTGAGCGCGCTGCAGCTGCTCAAAAT 
GAACCACAACCGCCTGGGCTCTCTGCCCCGGGACGCACTCGGTGCGCTACCCGACCTGCGTTCCCTGCGCATCAA 
CAACAACCGGCTGCGTACGCTGGCGCCTGGCACCTTCGACGCGCTTAGCGCGCTGTCACACTTGCAACTCTATCA 
CAATCCCTTCCACTGCGGCTGCGGCCTTGTGTGGCTGCAGGCCTGGGCCGCGAGCACCCGGGTGTCCTTACCCGA 
GCCCGACTCCATTGCTTGTGCCTCGCCTCCCGCGCTGCAGGGGGTGCCGGTGTACCGCCTGCCCGCCCTGCCCTG 
TGCACCGCCCAGCGTGCATCTGAGTGCCGAGCCACCGCTTGAAGCACCCGGCACCCCACTGCGCGCAGGACTGGC 
GTTCGTGTTACACTGCATCGCCGACGGCCACCCTACGCCTCGCCTGCAATGGCAACTTCAGATCCCCGGTGGCAC 
CGTAGTCTTAGAGCCACCGGTTCTGAGCGGGGAGGACGACGGGGTTGGGGCGGAGGAAGGAGAGGGAGAAGGAGA 
TGGGGATTTGCTGACGCAGACCCAAGCCCAAACGCCGACTCCAGCACCCGCTTGGCCGGCGCCCCCAGCCACACC 
GCGCTTCCTGGCCCTCGCAAATGGCTCCCTGTTGGTGCCCCTCCTGAGTGCCAAGGAGGCGGGCGTCTACACTTG 
CCGTGCACACAATGAGCTGGGCGCCAACTCTACGTCAATACGCGTGGCGGTGGCAGCAACCGGGCCCCCAAAACA 
CGCGCCTGGCGCCGGGGGAGAACCCGACGGACAGGCCCCGACCTCTGAGCGCAAGTCCACAGCCAAGGGCCGGGG 
CAACAGCGTCCTGCCTTCCAAACCCGAGGGCAAAATCAAAGGCCAAGGCCTGGCCAAGGTCAGCATTCTCGGGGA 
GACCGAGACGGAGCCGGAGGAGGACACAAGTGAGGGAGAGGAGGCCGAAGACCAGATCCTCGCGGACCCGGCGGA 
GGAGCAGCGCTGTGGCAACGGGGACCCCTCTCGGTACGTTTCTAACCACGCGTTCAACCAGAGCGCAGAGCTCAA 
GCCGCACGTCTTCGAGCTGGGCGTCATCGCGCTGGATGTGGCGGAGCGCGAGGCGCGGGTGCAGCTGACTCCGCT 
GGCTGCGCGCTGGGGCCCTGGGCCCGGCGGGGCTGGCGGAGCCCCGCGACCCGGGCGGCGACCCCTGCGCCTACT 
CTATCTGTGTCCAGCGGGGGGCGGCGCGGCAGTGCAGTGGTCCCGCGTAGAGGAAGGCGTCAACGCCTACTGGTT 
CCGCGGCCTGCGGCCGGGTACCAACTACTCCGTGTGCCTGGCGCTGGCGGGCGAAGCCTGCCACGTGCAAGTGGT 
GTTTTCCACCAAGAAGGAGCTCCCATCGCTGCTGGTCATAGTGGCAGTGAGCGTATTCCTCCTGGTGCTGGCCAC 
AGTGCCCCTTCTGGGCGCCGCCTGCTGCCATCTGCTGGCTAAACACCCGGGCAAGCCCTACCGTCTGATCCTGCG 
GCCTCAGGCCCCTGACCCTATGGAGAAGCGCATCGCCGCAGACTTCGACCCGCGTGCTTCGTACC'TCGAGTCCGA 
GAAAAGCTACCCGGCAGGCGGCGAGGCGGGCGGCGAGGAGCCAGAGGACGTGCAGGGGGAGGGCCTTGATGAAGA 
CGCGGAGCAGGGAGACCCAAGTGGGGACCTGCAGAGAGAGGAGAGCCTGGCGGCCTGCTCACTGGTGGAGTCCCA 
GTCCAAGGCCAACCAAGAGGAGTTCGAGGCGGGCTCTGAGTACAGCGATCGGCTGCCCCTGGGCGCCGAGGCGGT 
CAACATCGCCCAGGAGATTAATGGCAACTACAGGCAGACGGCAGGCTGAACCTCCGCCCGTCCGGCCCGCCCATT 
CCCGACCTCCACCTAGGGTGCCTGGGAGCAGCAGTCTAGGGCTGGCAGGACTTATGTCCCCCGTCCCCAACCTTC 
ACCTACTCCTCCCCCTTACTACTCCCCAACCTTGACTACCAGGGACTTCTATTAGGGAGTGGGCCGATTTCACCA 
GTCCCTGCTACCCACGGCTGCCATTCTCCCTGCGGGCTGAATCCCCTTCCCCGCCAAGCACAGTGTTTATCTTAC 
CCCATGCAAGACTCCACCCGCAGACGGTGGGCGATATCTATGTCCCTCCATTCCCGTCGCGATTATCTGCGAAAT 
CCACCCCGCAGCCCGCCCCACCGTGGGCTCTGGAGCCAGAGGAAACGAGCGAAGACTTTGGAAACCTCGCGGTAA 
CGCGGTGGTTTCGGGGGCCAGCCAAGGCCAGTGGAGTGCTGTGGGGTCCCACCTCGACCCCTCCTCCTCCCTTTC 
TTTCTTTCCTTTTTTTTTATTTTTTAATTTTATTTATTTATTTATTTATTTTTTGACGGAGTCTTGGTCTGTCGC 
CAGGCTGGAGTGCAGTGGCGCGATCTCGGCTCACTGCATCTTCCGCCTCCCGGGTTCAAGCGATTCTCCTGCCTC 
AGCCTGCCTAGTAGCTGGGACTACAGGCGCGCGCCACCACGACCAGCTAATTTCTTCTATTTTTAGTAGAGACGG 
GGTTTCACCATGTTGGCCAGGATGGTCTGGATCTCTTGACCTCAGGTGATCCATCTGCCTCGGCCTCTCAAAGTG 
CTGGGM'TACAGGCGTGAGGCACCGCGCCCGGCCCCTCCTCCCTTTCAATCCC^^ 

TGGCAACCCCTAGTTTTTAGTTCCAAAGCCTCCTGCCGGCAGGGAACCAAATCCTTCTGTCCTCCCACCCCCACC 
CCACTTCTGGCCAGTTGGAGTCCAGCCCGGTGCCTGGGGCGCCTTTCAGCTCCGCGCTCAGATTTTCCTGTTTTC 
GTTGTTTTCAAAGACAGCGACATTTCGGGTCTGGTGCTAACACCCCCTTCCCAGCCTCTGGGAAAATCGAGTGTG 
TGTGTCGGGGGGTAGGGAGGGAATGCGTTTTCTGTCGTCTCTCTCCTAACTTAAAGCGCCGCAGGACCGCGCGCC 
CCTTGGCGGCTGAGCCTGTGGACTTGGTCGCGGGCCAATTTCGTTGTCCGTGTGTTGGGCTTTCCGGAGGTCTGT 
GCGCCCAACAGCGCCGCTCCCGCGGCTCCACCCGACCCAGACCCTAGCTGGAAAGCGCCGGAGGCGGAGGAAGCT 
GACTGTGGCCTCCCGGGCCGCGGCTCTCTGGAGGGCTCGCGCCCTAGTTCGCACAAAGCCTGCTCGTGACTGTGC 
GACTGTGCGACGGGATCCGGATGGAGCCGAGCCCCTCCGTCCTCGCGTCTCGGTCCTCGCGTCGCCCCGCCCCAC 
CCGCCCCTGCTTCGGCGGGAATCGTGTTTGCCCGGCGTGTAGTCCCTGACAAGCGTGCCCTGTAGGAGAAAAGTC 
TGTGTCCTGTGAAGTGTGACCGTGTAGTGTAGGGGGGCGGGCGGGGGGGCGGATGGGCGGGGAGGGAGGGAAGGG 
GAGGGGCGCGGCGCGGCGACTCGGGGCGGGGTTCTTTTTTCCATTTTGAAAGAAAGCGTCGGGGTTGGGGTGGGG 
GGAGTTTCAGTCCTCGGGATCAGCCCTCTCCGCGAAGCGCAGCACAAGCGCGGGCCTGGGACGGAGTAGCCCCCC 
GGAGCCCGTGCCCTTTTCTAAACGCGTCTGTATGCAGTCAATAA7U\CAATCGATTTGAAA 
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MFPLRALWLVWALLGVAGSCPEPCACVDKYAHQFADCAYKELREVPEGLPANVTTLSLSANKI 
TVLRRGAFADVTQVTSLWLAHNEVRTVEPGALAVLSQLKNLDLSHNFISSFPWSDLRNLSALQ 
LLKMNHNRLGSLPRDALGALPDLRSLRINNNRLRTLAPGTFDALSALSHLQLYHNPFHCGCGL 
VWLQAWAASTRVSLPEPDSIACASPPALQGVPVYRLPALPCAPPSVHLSAEPPLEAPGTPLRA 
GLAFVLHCIADGHPTPRLQWQLQIPGGTVVLEPPVLSGEDDGVGAEEGEGEGDGDLLTQTQAQ 
TPTPAPAWPAPPATPRFLALANGSLLVPLLSAKEAGVYTCRAHNELGANSTSIRVAV7y\TGPP 
KHAPGAGGEPDGQAPTSERKS.TAKGRGNSVLPSKPEGKIKGQGLAKVSILGETETEPEEDTSE 
GEEAEDQILADPAEEQRCGNGDPSRYVSNHAFNQSAELKPHVFELGVIALDVAEREARVQLTP 
LAARWGPGPGGAGGAPRPGRRPLRLLYLCPAGGGAAVQWSRVEEGVNAYWFRGLRPGTNYSVC 
LALAGEACHVQVVFSTKKELPSLLVIVAVSVFLLVLATVPLLGAACCHLLAKHPGKPYRLILR 
PQAPDPMEKRIAADFDPRASYLESEKSYPAGGEAGGEEPEDVQGEGLDEDAEQGDPSGDLQRE 
ESLAACSLVESQSK7\NQEEFEAGSEYSDRLPLGAEAVNIAQEINGNYRQTAG 

Impoirtant feaiiures of the protein: 
Signal peptide: 
amino acids 1-19 
Transmembrane domain : 
amino acids 587-610 
N-glycosylation sites . 

amino acids 52-55, 121-124, 337-340, 364-367, 474-477, 563-566 
cAMP- and cGMP-dependent protein kinase phosphorylation site - 

amino acids 397-400 

Casein kinase II phosphorylation sites . 

amino acids 19-23, 202-205, 289-292, 246-249, 411-414, 431-434, 
433-436, 440-443, 544-547, 583-586, 650-653, 700-703 
N-myristoylation sites . 

amino acids 15-20, 48-53, 165-170, 296-301, 351-356, 362-367, 
390-395, 419-424, 514-519, 536-541, 557-562, 561-566, 610-615, 
661-666, 716-721 
Amidation site, 
amino acids 522-525 

Prokaryotic membrane lipoprotein lipid attachment sites . 

amino acids 10-20, 603-613 

I 
I 
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GGCGGCGGGAGCAGCGAAGGGGGCGGCAGGGATCCTCCAGGCTGCCGGCTGGGAAGGCGTGGG 

CGACCCGGTGTGTGGCGCGCCCAGAGCCCCGCGTTTCAGCCCTAGGGAAGGAAGCCAGTTGAG 

GGAAGTTCTCCATGAATGTACGTCACAATGATGATGACCGACCAAATCCCTCTGGAACTGCCA 

CCATTGCTGAACGGAGAGGTAGCCATGATGCCCCACTTGGTGAATGGAGATGCAGCTCAGCAT 

GTTATTCTCGTTCAAGTTAATCCAGGTGAGACTTTCACAATAAGAGCAGAGGATGGAACACTT 

CAGTGCATTCAAGGACCTGCTGAAGTTCCCATGATGTCACCCAATGGATCCATTCCTCCCATT 

CATGTGCCTCCAGGTTATATCTCACAGGTGATTGAAGATAGTACTGGAGTCCGCCGGGTGGTG 

GTCACACCCCAGTCTCCTGAGTGTTATCCCCCAAGCTACCCCTCAGCCATGTCTCCAACCCAT 

CATCTCCCTCCCTATCTGACTCACCATCCACATTTTATTCATAACTCACACACGGCTTACTAC 

CCACCTGTTACCGGACCTGGAGATATGCCGCCTCAGTTTTTTCCCCAGCATCATCTTCCCCAC 

ACAATATATGGTGAGCAAGAAATTATACCATTTTATGGAATGTCAAGCTACATCACCCGAGAA 

GACCAGTACAGCAAGCCTCCGCACA7VAAAACTGAAAGACCGCCAGATCGATCGCCAGAACCGC 

CTCAACAGCCCTCCTTCTTCTATCTACAA7Ui.GCAGCTGCACAACAGTATACAATGGCTATGGG 

AAGGGCCATAGTGGTGGAAGTGGCGGAGGCGGCAGCGGTAGTGGTCCCGGAATTAAGAAAACA 

GAGCGACGAGCAAGAAGCAGCCCAAAGTCGAATGATTCAGACTTGCAAGAATATGAGTTGGAA 

GTAAAGAGGGTGCAAGACATTCTTTCGGGAATAGAGAAACCACAGGTTTCTAATATTCAGGCA 

AGAGCAGTTGTGTTGTCCTGGGCTCCCCCTGTTGGACTTTCCTGTGGACCCCACAGTGGTCTT 

TCCTTCCCCTACAGTTACGAGGTGGCCTTATCAGACAAAGGACGAGATGGAAAATACAAGATA 

ATTTACAGTGGAGAAGAATTAGAATGTAACCTGAAAGATCTTAGACCAGCAACAGATTATCAT 

GTGAGGGTGTATGCCATGTACAATTCCGTAAAGGGATCCTGCTCCGAGCCTGTTAGCTTCACC 

ACCCACAGCTGTGCACCCGAGTGTCCTTTCCCCCCTAAGCTGGCACATAGGAGCAAAAGTTCA 

CTAACCCTGCAGTGGAAGGCACCAATTGACAACGGTTCAAAAATCACCAACTACCTTTTAGAG 

TGGGATGAGGGAAAAAGAAATAGTGGTTTCAGACAGTGCTTCTTCGGGAGCCAGAAGCACTGC 

AAGTTGACAAAGCTTTGTCCGGCAATGGGGTACACATTCAGGCTGGCCGCTCGAAACGACATT 

GGCACCAGTGGTTATAGCCAAGAGGTGGTGTGCTACACATTAGGAAATATCCCTCAGATGCCT 

TCTGCACCAAGGCTGGTTCGAGCTGGCATCACATGGGTCACGTTGCAGTGGAGTAAGCCAGAA 

GGCTGTTCACCCGAGGAAGTGATCACCTACACCTTGGAAATTCAGGAGGATGAAAATGATAAC 

CTTTTCCACCCAAAATACACTGGAGAGGATTTAACCTGTACTGTGAAAAATCTCAAAAGAAGC 

ACACAGTATAAATTCAGGCTGACTGCTTCT/^TACGGAAGGAAAAAGCTGTCCAAGCGAAGTT 

CTTGTTTGTACGACGAGTCCTGACAGGCCTGGACCTCCTACCAGACCGCTTGTCAAAGGCCCA 

GTTACATCTCATGGCTTTAGTGTCAT^TGGGATCCCCCTAAGGACAATGGTGGTTCAGAAATC 

CTCAAGTACTTGCTAGAGATTACTGATGGAAATTCTGAAGGTGAAGTTTTTGGCAATTGTTTT 

ATTCAAATCCAATAGCAAGCTCTGTTTTCTAATATAGTAAATGTCTTTATAGTAATAGTGAGT 

AATCATTAATTCTAAAGATAGAATTATTATTACAATAAACAAACTTTAGTCACATATTGGCAG 

TTTTTCTATTTCAAACACAGCACCAGAGATCAGAGTCTACTTGAAACTTACATTTGTGTTATT 

TAACAATTTTTCTGTATCTTTTTGATTGGTGTT-TTGTTTTGTTTATCTTT-TGTTTTTGTT^^ 

TTGGTTTGGTTTGTTTTTGTTTTGTTTTTTGAGATACGATCTCTGTCACACAGGCTGGAGGGC 

AGTGGCACAGACATGGCCCATTGCAGTCTCAGACTCCTGGGCTTAAGTGACTCTTCTGCCACA 

GAAGATGAGGAAGAATACATTTTTCATAGTGATGGGGTCTCACTATGTTATCTAGGCTGGTCT 

CAAACTCCTGGCCTCAAGCAACCCTCCACCTTGGCCTCCCAAAGTGCTGGGACTATAGACATG 

AATCACCACACTCAGCTTCCATGTCTTTTTATGAACTAGGGTTCCTAATTAATCAGATAAATT 

TGGTATTTTCATCTCCTAACTTGCCATATGTTTTCTGGAAATTCTTATAAGCAGCCGAGAGTG 

GTGGCTCACGCTGTAGTCCCAGCACTTTGGGAGGCTGAGGTGGGTGGTCAGGAGATCAAGACC 

ATCCTGGCCAACATGGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCTGGGTGTGGTG 

GCAGGCACCTGTAGTCCCAGCTACTTGGGAGGeTGAGGCAGAAGAATTGCTTGAACCCAGCAG 

GCGGAGGTTGCAGTGAGCTGAGATTGCACCACTGCACTCCAGCCTGGTGACAGAGTGAGACTC 

TGTCTCAAAAAAAAAAAA 
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MMMTDQIPLELPPLLNGEVAMMPHLVNGDAAQHVILVQVNPGETFTIRAEDGTLQCIQGPAEV 
PMMSPNGSIPPIHVPPGYISQVIEDSTGVRRVVVTPQSPECYPPSYPSAMSPTHHLPPYLTHH 
PHFIHNSHTAYYPPVTGPGDMPPQFFPQHHLPHTIYGEQEIIPFYGMSSYITREDQYSKPPHK 
KLKDRQIDRQNRLNSPPSSIYKSSCTTVYNGYGKGHSGGSGGGGSGSGPGIKKTERRARSSPK 
SNDSDLQEYELEVKRVQDILSGIEKPQVSNIQARAWLSWAPPVGLSCGPHSGLSFPYSYEVA 
LSDKGRDGKYKIIYSGEELECNLKDLRPATDYHVRVYAMYNSVKGSCSEPVSFTTHSCAPECP 
FPPKLAHRSKSSLTLQWECAPIDNGSKITNYLLEWDEGKRNSGFRQCFFGSQKHCKLTKLCPAM 
GYTFRLAARNDIGTSGYSQEVVCYTLGNIPQMPSAPRLVRAGITWVTLQWSKPEGCSPEEVIT 
YTLEIQEDENDNLFHPKYTGEDLTCTVKNLKRSTQYKFRLTASNTEGKSCPSEVLVCTTSPDR 
PGPPTRPLVKGPVTSHGFSVKWDPPKDNGGSEILKYLLEITDGNSEGEVFGNCFIQIQ 

Impoirtant features of the protein: 
N-glycosylation sites . 

amino acids 69-73, 254-258, 401-405 
Glycosaminoglycan attachment sites . 

amino acids 229-233, 234-238, 236-240 

cAMP- and cGMP-dependent protein kinase phosphorylation sites . 

amino acids 416-420, 535-539 
Tyrosine kinase phosphorylation site, 
amino acids 319-326 
N-myrlstoylatlon sites • 

amino acids 52-58, 227-233, 228-234, 230-236, 231-237, 232-238, 
235-241, 239-245, 402-408, 610-616 
Amldatlon site , 
amino acids 414-418 

Prokaryotlc menibrane lipoprotein lipid attachment site , 

amino acids 290-301 

ATP/GTP-bindlng site motif A (P-loop) . 

amino acids 54 6-554 

CUB domain proteins profile . 

amino acids 294-301 



BNSDOCID: <WO 0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



71/550 



FIGURE 71 

AAGTCATTCAGTGGATGTGATCTTGGCTCACAGGGGACGATGTCAAGCTCTTCCTGGCTCCTTCTCAGCCtTGTT 

GCTGTAACTGCTGCTCAGTCCACCATTGAGGAACAGGCCAAGACATTTTTGGACAAGTTTAACCACGAAGCCGAA 

GACCTGTTCTATCAAAGTTCACTTGCTTCTTGGAATTATAACACCAATATTACTGAAGAGAATGTCCAAAACATG 

AATAATGCTGGGGACAAATGGTCTGCCTTTTTAAAGGAACAGTCCACACTTGCCCAAATGTATCCACTACAAGAA 

ATTCAGAATCTCACAGTCAAGCTTCAGCTGCAGGCTCTTCAGCAAAATGGGTCTTCAGTGCTCTCAGAAGACAAG 

AGCAAACGGTTGAACACAATTCTAAATACAATGAGCACCATCTACAGTACTGGAAAAGTTTGTAACCCAGATAAT 

CCACAAGAATGCTTATTACTTGAACCAGGTTTGAATGAAATAATGGCAAACAGTTTAGACTACAATGAGAGGCTC 

TGGGCTTGGGAAAGCTGGAGATCTGAGGTCGGCAAGCAGCTGAGGCCATTATATGAAGAGTATGTGGTCTTGAAA 

AATGAGATGGCAAGAGCAAATCATTATGAGGACTATGGGGATTATTGGAGAGGAGACTATGAAGTAAATGGGGTA 

GATGGCTATGACTACAGCCGCGGCCAGTTGATTGAAGATGTGGAACATACCTTTGAAGAGATTAAACCATTATAT 

GAACATCTTCATGCCTATGTGAGGGCAAAGTTGATGAATGCCTATCCTTCCTATATCAGTCCAATTGGATGCCTC 

CCTGCTCATTTGCTTGGTGATATGTGGGGTAGATTTTGGACAAATCTGTACTCTTTGACAGTTCCCTTTGGACAG 

AAACCAAACATAGATGTTACTGATGCAATGGTGGACCAGGCCTGGGATGCACAGAGAATATTCAAGGAGGCCGAG 

AAGTTCTTTGTATCTGTTGGTCTTCCTAATATGACTCAAGGATTCTGGGAAAATTCCATGCTAACGGACCCAGGA 

AATGTTCAGAAAGCAGTCTGCCATCCCACAGCTTGGGACCTGGGGAAGGGCGACTTCAGGATCCTTATGTGCACA 

AAGGTGACAATGGACGACTTCCTGACAGCTCATCATGAGATGGGGCATATCCAGTATGATATGGCATATGCTGCA 

CAACCTTTTCTGCTAAGAAATGGAGCTAATGAAGGATTCCATGAAGCTGTTGGGGAAATCATGTCACTTTCTGCA 

GCCACACCTAAGCATTTAAAATCCATTGGTCTTCTGTCACCCGATTTTCAAGAAGACAATGAAACAGAAATAAAC 

TTCCTGCTCAAACAAGCACTCACGATTGTTGGGACTCTGCCATTTACTTACATGTTAGAGAAGTGGAGGTGGATG 

GTCTTTAAAGGGGAAATTCCCAAAGACCAGTGGATGAAAAAGTGGTGGGAGATGAAGCGAGAGATAGTTGGGGTG 

GTGGAACCTGTGCCCCATGATGAAACATACTGTGACCCCGCATCTCTGTTCCATGTTTCTGATGATTACTCATTC 

ATTCGATATTACACAAGGACCCTTTACCAATTCCAGTTTCAAGAAGCACTTTGTCAAGCAGCTAAACATGAAGGC 

CCTCTGCACAAATGTGACATCTCAAACTCTACAGAAGCTGGACAGAAACTGTTGTAAGAAATACCTCAAAATGTT 

GAACCTCTCCTAGTATTCAGTATTACTCATTTCCATGCCTAGGTTTGTATTTGATTTCTTTGTTCTAAAAAGAAA 

ATTTTATGGCCTCAAAATGTCCTCATTTACAAACCAAACATTTAATTTGTGGTCAGACAGGAACCTAGACCATAC. 

AACAATTGGGTGGGCCACCTCTTTTCTCCCTATCATAACTACAGCCCTCTCTTCCTGGTAATTGGAAGGAAAGAG 

CGGTTTAGGGTGG/VATATATCTGTTAATATGCATTCTTTTCTTATCTGCCAGAAGCAAATTTAGCCAAGTCAAAG 

AGAAGAAACCATAGATCATAGATGTAAATATATGTACATCTGGAACCCCTCAAAAGGCCCTGAACCCCCTTTTTT 

TGTGTAGCAATATGCTGAGGCTTGGAAAATCAGAACCCTGGACCCTAGCATTGGAAAATGTTGTAGGAGCAAGAA 

CATGAATGTAAGGCCACTGCTCAACTACTTTGAGCCCTTATTTACCTGGCTGAAAGACCAGAACAAGAATTCTTT 

TGTGGGATGGAGTACCGACTGGAGTCCATATGCAGACCCAAAGCATCAAAGTGAGGATAAGCCTAAAATCAGCTC 

TTGGAGATAAAGCATATGAATGGAACGACAATGAAATGTACCTGTTCCGATCATCTGTTGCATATGCTATGAGGC 

AGTACTTTTTAAAAGTAAAAAATCAGATGATTCTTTTTGGGGAGGAGGATGTGCGAGTGGCTAATTTGAAACCAA 

GAATCTCCTTTAATTTCTTTGTCACTGCACCTAAAAATGTGTCTGATATCATTCCTAGAACTGAAGTTGAAAAGG 

CCATCAGGATGTCCCGGAGCCGTATCAATGATGCTTTCCGTCTGAATGACAACAGCCTAGAGTTTCTGGGGATAC 

AGCCAACACTTGGACCTCCTAACCAGCCCCCTGTTTCCATATGGCTGATTGTTTTTGGAGTTGTGATGGGAGTGA 

TAGTGGTTGGCATTGTCATCCTGATCTTCACTGGGATCAGAGATCGGAAGAAGAAAAATAAAGCAAGAAGTGGAG 

AAAATCCTTATGCCTCCATCGATATTAGCAAAGGAGAAAATAATCCAGGATTCCAAAACACTGATGATGTTCAGA 

CCTCCTTTTAGAAAAATCTATGTTTTTCCTCTTGAGGTGATTTTGTTGTATGTAAATGTTAATTTCATGGTATAG 

AAAATATAAGATGATAAAGATATCATTAAATGTCAAAACTATGACTCTGTTCAGAAAAAAAATTGTCCAAAGACA 

ACATGGCCAAGGAGAGAGCATCTTCATTGACATTGCTTTCAGTATTTATTTCTGTCTCTGGATTTGACTTCTGTT 

CTGTTTCTTAATAAGGATTTTGTATTAGAGTATATTAGGGAAAGTGTGTATTTGGTCTCACAGGCTGTTCAGGGA 

TAATCTAAATGTAAATGTCTGTTGAAT^TTCTGAAGTTGAAAACAAX^GATATATCA 

TGTATGGAATATGGATGGATCACTTGTAAGGACAGTGCCTGGGAACTGGTGTAGCTGCAAGGATTGAGAATGGCA 
TGCATTAGCTCACTTTCATTTAATCCATTGTCAAGGATGACATGCTTTCTTCACAGTAACTCAGTTCAAGTACTA 
TGGTGATTTGCCTACAGTGATGTTTGGAATCGATCATGCTTTCTTCAAGGTGACAGGTCTAAAGAGAGAAGAATC 
CAGGGAACAGGTAGAGGACATTGCTTTTTCACTTCCAAGGTGCTTGATCAACATCTCCCTGACAACACAAAACTA 
GAGCCAGGGGCCTCCGTGAACTCCCCAGAGCATGCCTGATAGAAACTCATTTCTACTGTTCTCTAACTGTGGAGT 
GAATGGAAATTCCAACTGTATGTTCACCCTCTGAAGTGGGTACCCAGTCTCTTA-AATCTTTTGTATTTGCTCACA 
GTGTTTGAGCAGTGCTGAGCACAAAGCAGACACTCAATAAATGCTAGATTTACAAAA 
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MSSSSWLLLSLVAVTAAQSTIEEQAKTFLDKFNHEAEDLFYQSSLASWNYNTNITEENVQNMN 
NAGDKWS AFLKEQSTLAQM YPLQE I QNLTVKLQLQALQQNGS S VLSEDKS KRLNT I LNTMST I 
YSTGKVCNPDNPQECLLLEPGLNEIMANSLDYNERLWAWESWRSEVGKQLRPLYEEYVVLKNE 
MARANHYEDYGDYWRGDYEVNGVDGYDYSRGQLIEDVEHTFEEIKPLYEHLHAYVRAKLMNAY 
PSYISPIGCLPAHLLGDMWGRFWTNLYSLTVPFGQKPNIDVTDAMVDQAWDAQRIFKEAEKFF 
VSVGLPNMTQGFWENSMLTDPGNVQKAVCHPTAWDLGKGDFRILMCTKVTMDDFLTAHHEMGH 
IQYDMAYAAQPFLLRNGANEGFHEAVGEIMSLSAATPKHLKSIGLLSPDFQEDNETEINFLLK 
QALTIVGTLPFTYMLEKWRWMVFKGEIPKDQWMKKV7WEMKREIVGVVEPVPHDETYCDPASLF 
HVSDDYSFIRYYTRTLYQFQFQEALCQAAKHEGPLHKCDISNSTEAGQKLL 

Important features of the protein : 
Signal peptide : 

amino acids 1-17 

N-glycosylation sites. 

amino acids 53-57, 90-94, 103-107, 322-326, 432-438, 546-550 

N-myristoylation sites. 

amino acids 260-266, 286-292, 395-401 

Cell attachment sequence . 

amino acids 204-207 

Neutral zinc metallopeptidases , zinc-binding region signature. 

amino acids 371-381 



BNSDCX:iD: <WO 0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



73/550 
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CCCACGCGTCCGAGCGGGGTGGACAAGTGGCGTGTGTGCTGCGACCCCGAGGGAAGATGAACG 
GGACGCGGAACTGGTGTACCCTGGTGGACGTGCACCCAGAGGACCAGGCGGCGGCGGGCAGGA 
AGACCTATGCCATGGTGTCCAGCCACTCAGCTGGTCATTCTCTGGCTTCAGAACTGGTGGAGT 
CCCATGATGGACATGAGGAGATCATTT^GGTGTACTTGAAGGGGAGGTCTGGAGACAAGATGA 
TTCACGAGAAGAATATTAACCAGCTGAAGAGTGAGGTCCAGTACATCCAGGAGGCCAGGAACT 
GCCTACAGAAGCTCCGGGAGGATATAAGTAGCAAGCTTGACAGGAACCTAGGAGATTCTCTCC 
ATCGACAGGAGATACAGGTGGTGCTAGAAAAGCCAAATGGCTTTAGTCAGAGTCCCACAGCCC 
TGTACAGCAGCCCACCTGAGGTGGACACCTGTATAAATGAGGATGTTGAGAGCTTGAGGAAGA 
CGGTGCAGGACTTGCTGGCCT^GCTTCAGGAGGCCAAGCGGCAACACCAGTCAGACTGTGTGG 
CTTTTGAGGTCACACTCAGCCGGTACCAGAGGGAAGCAGAACAAAGTAATGTGGCCCTTCAGA 
GAGAGGAGGACAGATGTCCAGAG3eGATTGGAGAATGTCCTGGGGGAATGAAGTTCCTTCCACA 
AACACAGCTCAGTTCTTAGCAACAAACTGTTTGTTTTTCTACTTGCTCCATCTGCAGCCTACG 
CTGCCCTGGCCTCCTGCAGACAGATAGTGGGGTTACCTGGCAAGGCCTGGTGAGAGCCAGTGA 
ACCTAAGCTTTGACTGGGTGGCCTTGTCTTTCTGGGGAGGAGGGAATGTACATTCAGGGAGTA 
GCCTTTTGCGG7U\AAATTCTCTAGGGCTACAGACAGTCATGTGTGACTTCTCTCTGCTGTGAA 
AACTCCCAGAGTCTCTTTAGGGATTTTCCCTAAGGTGTACCACCAGGCACACCTCAGTCTTCT 
TGACCCAGAGCCTGAAAACTGTTTTCACTGGGTTCCACCAGTCCCAGCAAAATCCTCTTTGTA 
TTTATTTTGCTAAGTTATTGGTGGTTTTGCTTACATCTCATGATTGATATAATACCAAAGTTC 
TATAGCCTTCTCTTGCAGTATTTGGATTTGCTTGAAACCGGGAAAACTGTTCCCATTAGGCTT 
GTTAATGTCAGAGTGACACTATTATGAATCTTTCTCTCCCTTTCCTCTGCCTGTTTCTTCTCT 
CTTTCTCCTTCAAACTTGCTCTGCAGCTAAGGAAGGTGAGTCTACTTTCCCTGAGGCTTTGGG 
GTCAGAGTATATGTTGTTTGGAGAAAGAGGGCAATCAGGACTCTTCTGGGACCCAGATGAGTT 
CTTCACTAGCCCTTCTGAACCCCTTGCTCCATAATTGGTCTTTTATCCTGGCTCTGAATGACC 
CTGCAGGTCATCATGGTTTTCTTTTTTTATTGTTTTTTTTTTTTTCTGAGACAGAGTCTCACT 

ctgt"caiiccag^gt;tggagtgcagtggc 

ttaagcgattcttctgcctcagcctcccgagtagctgggactacaggtgtgccaccacgcctg 
gctgatttttgtatttttagtagagatggggtttcaccatactggctaggctggtctcgaatt 
cctgacctcaggtgatccacccacctcggcttcccaaagtgctaggattataggcttgagcta 
ctgcgcccggcccatggtgtttttctttagggctcttcctacagccttgagaagtagataggc 
atcagagtatggtactataggaatcagaaaaattcaaaacaaatgtggattaagtgtttaggc 
tctatgtggctcacgcagccagaatccttaagtctgtgtgtttctgtgtctcaagactgggct 

CACATTCTGGCTTTGTCCATAACAATGCTCTGGGATTTCAGGGAGTTCCCTCATTTGTAAAAT 

gagggggtcagagcaggtgatatccatgtttcttccctttctgatattgttgtctgtggcata 
ttctttgtatggcgaatttaataaattatattaatgtgtca 
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FIGURE 74 

MNGTRNWCTLVDVHPEDQAAAGRKTYAMVSSHSAGHSLASELVESHDGHEEIIKVYLKGRSGD 
KMIHEKNINQLKSEVQYIQEARNCLQKLREDISSKLDRNLGDSLHRQEIQVVLEKPNGFSQSP 
TALYSSPPEVDTCINEDVESLRKTVQDLLAKLQEAKRQHQSDCVAFEVTLSRYQREAEQSNVA 
LQREEDRCPE 

Impor'bant: features of t:he protein: 
Signal peptide: 

amino acids 1-39 

N-glycosylatlon site . 

amino acids 2-6 

Amldatlon site. 

amino acids 21-25 
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FIGURE 75 

GCTTGCACACATGGCTCCGGAGGCTCCGGTTGCCCATCCGAGCCCCTGCCAGGCTCTAACGTTCCCAACTGACAA 
CACCAGTAACTAAATATAGGAGCAGATGGTGGGGACGGGCTGTCGCAGCGGCTCCTTTGCAGAGGTCTCCGGACT 
GCAGATAAGGCTCAGGCCCTTTTGTGAGAAGCAGACCAGCCTGGGGGCTGGCGGCAGGACACCTGTGTCTGCATG 
CTGAAGAAGATGGGTGAGGCCGTGGCCAGAGTAGCAAGGAAGGTCAACGAGACGGTGGAGAGCGGCTCTGACACT 
CTGGACCTGGCCGAGTGCAAGCTGGTCTCCTTTCCCATTGGCATCTACAAGGTCCTGCGGAATGTCTCTGGCCAG 
ATCCACCTCATCACCCTGGCTAACAACGAGCTTAAGTCCCTCACCAGCAAGTTCATGACCACATTCAGTCAGCTC 
CGAGAGCTCCACCTGGAGGGGAACTTCCTACACCGCCTCCCCAGCGAGGTCAGTGCCCTGCAGCACCTCAAGGCC 
ATTGACCTGTCCCGGAACCAGTTCCAGGACTTCCCTGAGCAGCTTACCGCCCTGCCGGCGCTGGAGACCATCAAC 
CTGGAGGAGAACGAGATCGTAGATGTGCCCGTGGAGAAGCTGGCCGCCATGCCAGCCTTGCGCAGCATCAACCTC 
CGCTTCAACCCACTCAACGCCGAGGTGCGCGTGATCGCCCCGCCGCTCATCAAGTTTGACATGCTCATGTCTCCG 
GAAGGCGCAAGAGCCCCCCTACCTTAGGCCACCCTCCTCATGCCCACCCAGCT^GGGACAGAGGCCACAGGCCTG 
GAACCCTGGAAGGGAGGGAGGCCCATGGGAGGCCAAGCCTGGGGGCTGGGGGCGGGTGGGCCGAGCAGCACGTGG 
TGGGTGGGGTGCAGCTGGTCTGGATAGATAGCTTACAGCAGTAGTGGGCTCTGGAATGCCCAAGGGAAGAGGCAA 
GGTGGGGCCTGCAGCCTGGACTCGGCACTCACAGCTGCTGTGCAAACTCAGGCAGATCTCCTGCCCTCTCTGAGC 
CTTGTCACTTGAAAAAAACAGGACCCTTTCCCTCCTTTGGGCTCCCTGGAGGTTTTTAAGCAGTACGTGCCTCCA 
AGTTACCTCCAGATCAGCAGGCACAGGTGGGCATTGCCAGGTATTTTCTGAGCCCCTGCGGGTTTGAGGCCTTGT 
TTTTAGTGCTGAGAGCCAGTTGCTGCCCTGAGAAGAGAAGACAACCTCCATCTATTTATTGCTTCCTGAGAACTG 
ACCTGGATGCGGCCCTCTGCAGGGCCCAGTCTTCAGTCCTGTGGTCCCTGGACTGGTGGGAACCTGAACTAGGAG 
TCCTGGGAGAGCTGTGGTGGGAATATGGGCTGGCACTGCTGCAGGGCAAGAACATTCATGTAGGAGCCCGAGGAC 
CANCANGCTGGGAATGGGGAGCAAGTCACGTCAGCTCTGTCATTCCCCACAGTTAACAAATTGGCGGGGTGGGAA 
GTCCTGAGTGCTCCGTCCCTCTAGCATCACTCCTGAGCTGCGGGAGAGGTGGCCCAGAGAACAGCAGAGTCAGTT 
ACACCTGCAGCTCTTGTCTAAAGTGATTAGATGGCCACCCTCACCACTGTCCAGTCCAGCAGCAGCCTGGCTGCC 
TTGTCATGGCCTCCTGGGGGCAGAAGGCGATGTGGACCACGGGATTTGTAGCCAGCCAGCTCCCAGGCCAACGCC 
CAAAGCCCTGATGACCTGGTTCTTCTGAGGCCCTCAACCTGGCATCTTAGGGTATGGTCAGGCAACAGGGTGACC 
AGCTGTCCTGGTTTCCCAGGACATGGAACTTTCAATGCTAAAACTGGGACATTACCCAGCAAGTGGGGATGGTTG 
GTCCCCTACCAGGAGAGGGCCTGGGGCTCTTGCTTCCCGAGAACGCCTGTGGCTTGAAGAACCTTGACTGCTTGG 
TCCTCAGGTATCTACCTCCCACCTTCTCCTCATCTGTGGAGCAAGCCAACTCAGTGCCCCAGACCCCACCTGATC 
TGCATCTTTGTTTGCTCCAGAGACACCTGAGGCCCCAGAGCTTGAGGCAAAGCCAGGCCGTCCAAATCCTGTGTG 
CCGTGGACGAGTGGCCACTTTACTACTCCTAAGGCTAAGATGTTGAGAGCTCAGACCACTGCTCAGAGCAGTAAT 
CCCTGCTCAGAATGCTCCCAGTTCCCTCGTCCCTGCCCAGGTCTCTTGTCTCTTGGGAAGGAACTGATAGGTCGG 
GCCATTGTTGGGCCATCACTGAGCGCTCAGTATCTCAAGAGACTCTGTTCATTCTGCTCGTATCCCAAGGCCTGG 
TTGGTCAAACTCTGGGCAAAGGGTTTTCAGGATGAGGAGGTCAAGACAGGATGTCCAGAGCTACCGAGTTCATCT 
GTGGGTGTTGGGGGCAAGTGGGGGCTGAAGTCCTGTGCAGGCTGCGCTGGCCCCACCTGCCTTGTGCCCTGGAGT 
GGGGTTTCTCCTTGTTGAAGAAGAGGCATCCTTCTCTGATGTGCACAAACACAATGTATGACCAGAGCCTTGCAA 
CTCAAAGTGTGGTCTGTGGACCAGCAGCGGCAGTGACACCTGGGAGCTTGTTAGGAATGCAGAGTCTAGGCCTCA 
CCCTATACCTCCCGACTCAGACCCTGCATTTTAGCAAGACCCCCAGCTGATTCCTATAAGCACTTTAGAGTTTGA 
GAAGCAAGGACCTAGGCTGGGGATGTCCTCCGAGCAGAGGGTGAAGTTTCTCTCAGTTCTCTCCCTGCCACTTCC 
AGGGATCTGAGCCTGTGTTCAGCCTCCTCCCTAACCCACCCTGGGAGACACTTGGCCTGTTAGATTGTTCCAGAG 
TCTGCATGGCACTCCTGAAGAAGGGAGTGTGACCTGCAGTCACCAGGAGATGAGGGTTAGGTGTGCCCAGCCCTC 
CAGACCCGGCCTTTCTGGTTAACCCCTGCATGCCAAGCTGCCTGCTGCCCCAGGTCCTCACCTCAGGCCTTTGAA 
GGGGCAGCTTCTGGAAGTTGTTTTCTCCTCTGCTTGGAGAGTTTGCCCTTGTCTGTCTTGGAAAGTGTGGGCAGC 
CACAGATGCCCCCAAATCAGAGCTCACAGTGAGTGAGCCCCTAAGCTTCAGTCTGCAATAAAGAATGCATTGGTT 
TCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 76 

MLKKMGEAVARVARKVNETVESGSDTLDLAECKLVSFPIGIYKVLRNVSGQIHLITLANNELK 
SLTSKFMTTFSQLRELHLEGNFLHRLPSEVSALQHLKAIDLSRNQFQDFPEQLTALPALETIN 
LEENEIVDVPVEKLAAMPALRSINLRFNPLNAEVRVIAPPLIKFDMLMSPEGARAPLP 

Important features of the protein: 
N-glycosylation sites . 

amino acids 17-21, 47-51 
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FIGURE 77 

CACCAACAAGCAATCGTTCATGAGAAAGCCGTGCACCCGCTGCAGTTGGGCCATGTGGTCCGCATCGTATTCCAC 
TAGGTCCCCATTGTACACCAAGTACTGTCCCGGCGTCTCCAGCAGATGCCTGCAGCCTTCCACCTTCTCAAGCAG 
GGTGGTGTGAGTGCGCTGCTTTCCTTCCTCGCCTGGACCGGAGCCGTCGCGGGAGGCACCCCCGGGGGTGGAGAA 
AAAGCCGGCCTGGCCTCGGAGGTGGTCTCGGCCCCCCGCCCCACCGACTCCCTCCTCCCCTCCAGAGGCGGCGGC 
GGCTCCGGCGGCAGCAGCGGCAGGCAGCAACGTAAGCGGGATGCTCTCCAGGCTGCTTTTCTGCTCGGTCAGCAA 
ATGGCTGAGCTGGTACATCTCGCTCTCCAGGTAGGAGATCTCGCGGGCCGTCTCTATGAACTGCCGGTAGTTCTG 
GTAGACGTTGCGCTTCAGGTTCTGCGCCGTCTCCTCCGCCAGCGCCTGGATGCGCTGCCGGTGCTCCTGGAGGTC 
CCGGTCCCCATCCGACTGCTGCGAGAGCTGCTTCACGTACAGCCGCGCCTCAAAACCCCCTGACTCCAGCTGCCG 
ACGCAGGCGGCTCGCCCCACTGTCCGACATCGCCATCGCCATTTCTCTCCGGGTCTCACGCACTCACTGTCACTA 
TCGGCGCCGCAGCCGCCGCGGCTGTCTAGACCCACCCAAGGCCAACCGAGCTCCTGGGCTGAGGAAGCAGGAATG 
GGAACGAGACGAGTACGCCTGCGCCGGGTCTGAGCGTCAGACACTGCGCCTGCGCAAGTGGGCCGAGCGCAGACA 
TTGCGCCTGCGCAGCAATGCCATCGGTTAAAGCGCATGCGCAAGATGAGCTATTGCGGAAGTGAGGGGAGGGAGA 
GGCCGAGAGAAATTTCGGTACTGCGCATGAACCGAGCGTGACGTTGAGGTTTGAAATAACCGGCAAAGAGTAAAG 
GCTGAAACTAGCTTCCTGAAAGCTTCGTAGGGCCCGAGCCCTGTGAGCCCAGGTTCTGCGCCCACTAGGAGGTGT 
CATGCTGACTGCTTTTTTTAAAGCCCTAGAATCCTTGGCTTCGGCGTTTGGGGTAAGCTCCGTTCTCGTTCTCAA 
GCGGGTTTCCGCGAACTCTCGCGGGATTGACGGGCCGTCTCGAGAGCCGGCATCTCCTAGGAGCTAGTCCTGGTC 
CTCGGCTAGGCGGCTTGGGGTCGCGGCGTAACTGGGGAGCCAGCCTGACGCCGGCGGACCCCGCCTGTGATCCTG 
GCAACGATGGATGATGACTTGATGTTGGCACTGCGGCTTCAGGAGGAGTGGAACTTGCAGGAGGCGGAGCGCGAT 
CATGCCCAGGAGTCCCTGTCGCTAGTGGACGCGTCGTGGGAGTTGGTGGACCCCACACCGGACTTGCAGGCACTG 
TTTGTTCAGTTTAACGACCAATTCTTCTGGGGCCAGCTGGAGGCCGTCGAGGTGAAGTGGAGCGTGCGAATGACC 
CTGTGTGCTGGGATATGCAGCTATGAAGGGAAGGGTGGAATGTGTTCCATCCGTCTCAGCGAACCCCTTTTGAAG 
TTGAGGCCAAGAAAGGATCTTGTAGAGACCCTCCTGCATGAAATGATACATGCCTATTTATTTGTCACTAATAAC 
GACAAAGACCGAGAAGGGCATGGTCCAGAATTTTGTAAACATATGCATCGCATCAACAGCCTGACTGGAGCCAAT 
ATAACGGTATACCATACTTTTCACGATGAGGTGGATGAGTATCGGCGACACTGGTGGCGCTGCAATGGGCCGTGC 
CAGCACAGGCCACCGTATTACGGCTATGTCAAACGAGCTACTAACAGGGAACCCTCTGCTCATGACTATTGGTGG 
GCTGAGCACCAGAAAACCTGTGGAGGCACTTACATAAAAATCAAGGAACCAGAGAATTACTCAAAAAAAGGCAJ\A 
GGAAAGGCAAAACTAGGAAAGGAACCAGTATTGGCCGCAGAGAATAAAGGTACCTTCGTGTATATTCTTCTGATT 
TTTATGTGACCATAGCTATGATGTAAAGACAATACTGTCCTTCAGAGAACTGGTATTAAGATAAACTTAAGGATC 
GTTTCTGGTGTAGAAGTCTTCAAGTGTAGACTTAAGGAAAAAATCCCACTGTCCATGAAATGATGGTAGGAAAAC 
AGACTTTGCTCTGTACAGAAGTAAGTAAAAGTAGGAATAGTTTCCATGGATATTTTTATTTTTATTAACTTTTTT 
CAGTTTCTTTTTATTCAAAGAAACAAAATTCAATCTCTGATAATATTTGAGGTAAAGTTCCTTTCCCTATCTTGA 
CTCACTGAGTTATTAGGAAACAGAAGGCAAAAAGATTGTCAAAATAAAAACAATAATTCAAGTAACAATGCCCGG 
AATATACGTCCTAACTACACCCCTTCCTATCAGCTGGATTCTATCCAAGTGACTCTATTGATGTATGTATGTTCA 
TTCAAAGAATGGGAAAAGGATATGACATATATTTGCCAGTACTTCATCTTCAAGATTTACCCTTTTCCTGTGAAG 
TTCAGAGTTACTGAAGATGCTTCTTCCCTTGGGAAGTTGTTGACCCAAGAACATAGGTTATATTTCCCAAATCTT 
TAATTATTGAGTGAAAGAGCTATAGATGAATTGATATGGAAAGACCGTATCTTCATTTTCGTGAGTAGAAGGAAA 
GATAAGAATGAGGCAGCAGATTTTCCCTCCTGGAATTACACATAAAGGACACTAAGCAATTTTCAAGGTAAATGT 
TGCCTTGTTGTTGGTCTTTGGCATGATAAGATTCTTTATTTAAATATGAGAGAATTTTTTTTTATCCTTTATATT 
CTCTCAATATCAGAACTCCTGAATTCTGAAGATTGCCCTCCTCCCATTAATAGGATTGTATGGATGTAAGATGGA 
ATAAAATACTAGTTCTTCATTTTGAGAAAACTGTACATTAGTTTAATGTTTGTTACTGTATTTCTTTTGAGTTGA 
GGCACTTACATAACAATCTTCTTTGCTTTTTTGGCAGATAAACCCAACAGAGGTGAGGCCCAGCTAGTAATCCCT 
TTTAGTGGGAAAGGATATGTTCTAGGAGAAACAAGCAATTTACCTTCACCTGGGAAACTGATCACTTCACATGCC 
ATTAATAAAACCCAAGATCT^TTTAAATCAAAACCATTCAGCAAATGCtGTAAG 

T^AATTTGAACAGAATGGTTCAAGTAAAAATTCTCATCTGGTCTCCCCTGCTGTTAGTAACAGTCACCAAAATGTT 
CTAAGCAACTACTTTCCTAGAGTATCATTTGCCAACCAAAAGGCTTTCAGAGGTGTGAATGGATCTCCAAGGATA 
AGTGTAACAGTTGGCAACATCCCTAAAAACTCAGTCTCTTCTAGTTCTCAGAGAAGGGTTTCATCTTCTAAGATA 
TCCCTAAGAAATTCTTCAAAAGTAACGGAATCAGCATCTGTGATGCCATCCCAGGATGTGAGTGGGTCTGAAGAT 
ACATTCCCAAATAAACGACCTAGGCTAGAAGATAAAAAAAAA 



BNSDOCID; <WO 0140466A2_L> 



wo 01/40466 



PCT/USOO/32678 



78/550 

FIGURE 78 

MDDDLMLALRLQEEWNLQEAERDHAQESLSLVDASWELVDPTPDLQALFVQFNDQFFWGQLEA 
VEVKWSVRMTLCAGICSYEGKGGMCSIRLSEPLLKLRPRKDLVETLLHEMIHAYLFVTNNDKD 
REGHGPEFCKHMHRINSLTGANITVYHTFHDEVDEYRRHWWRCNGPCQHRPPYYGYVKRATNR 
EPSAHDYWWAEHQKTCGGTYIKIKEPENYSKKGKGKAKLGKEPVLAAENKGTFVYILLIFM 

Impor-tant feat:ures of the protein: 
Signal peptide: 

amino acids 1-41 

N-glycosylation sites . 

amino acids 148-151, 217-220 

cAMP- and cGEMP-dependent protein kinase phosphorylation site . 

amino acids 184-187 

Casein kinase II phosphorylation sites . 

amino acids 30-33, 121-124, 154-157, 187-190, 192-195 

Tyrosine kinase phosphorylation site . 

amino acids 211-218 

N-myristoylation sites . 

amino acids 59-64, 85-90, 146-151 

Neutral zinc metallopeptidases , zinc-binding region signature. 

amino acids 108-117 
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FIGURE 79 

CGGACGCGTGGGTGGCAACCAGGAGAAGCCAAACTTGGTCCCCCGGCTCGCGGAGTGCCTGCG 
AGCGGTGCTC ATG GCGCTCTATGAGGTCTTCTCTCACCCGGTCGAGCGCAGTTACCGCGCGGG 
GCTCTGCTCCAAAGCCGCGCTGTTCCTGCTGCTGGCCGCTGCGCTCACGTACATCCCGCCGCT 
GCTGGTGGCCTTCCGGAGCCACGGGTTTTGGCTGAAGCGGAGCAGCTACGAGGAGCAGCCGAC 
CGTGCGCTTCC7y\CACCAGGTGCTGCTCGTGGCCCTGCTCGGACCCGAAAGCGACGGGTTCCT 
CGCCTGGAGCACGTTCCCCGCCTTCAACCGGCTGCAAGGGGATCGCCTGCGCGTCCCGCTCGT 
TTCGACTAGAGAAGAAGACAGGAACCAGGATGGGAAGACGGACATGTTACATTTTAAGCTGGA 
GCTTCCCCTGCAGTCCACGGAGCACGTTCTCGGTGTGCAGCTCATCCTGACTTTCTCCTATCG 
ATTACACAGGATGGCGACCCTCGTGATGCAGAGCATGGCGTTTCTCCAGTCCTCCTTTCCTGT 
CCCGGGATCCCAGTTATACGTGAACGGAGACCTGAGGCTGCAGCAGAAGCAGCCGCTGAGCTG 
TGGTGGCCTAGATGCCCGATACAACATATCCGTGATCAACGGGACCAGCCCCTTTGCCTATGA 
CTACGACCTCACCCATATTGTTGCTGCCTACCAGGAGAGGAACGTTACCACCGTCCTGAATGA 
TCCCAACCCCATCTGGCTGGTGGGCAGGGCCGCAGATGCTCCATTTGTGATTAATGCTATCAT 
CCGATACCCTGTGGAAGTCATTTCTTATCAGCCAGGATTCTGGGAGATGGTAAAGTTCGCCTG 
GGTACAGTATGTCAGCATCCTGCTTATCTTCCTCTGGGTGTTTGAAAG7VATCAAGATCTTCGT 
GTTTCAGAATCAGGTGGTGACCACCATTCCTGTGACAGTGACGCCCCGGGGAGACTTGTGTAA 
GGAGCACTTATCCTAGAAAGGCCATTTCTGAAGACTCAGCAGGACCGTGGCTGCCTCATTGTC 
ATCTTCTGGGAACATCTTAGGACCTTTTGAAAGAGCCCAGCGGACACCTGCGGGCTTGTGTGC 
TTTTCCCTCAGAGACAACGGTTCTTTCCGGTTTTGCTCTACACAGTTCCGTATCTTCAGAGCT 
CCTGCAGAATTGTCAGGGACTAGTTTGTGGAAAGGTCTGAGAGTTCCTGGAGGCTATAATTAG 
CTTTTTGGGTTTTCCTTCTTTGCCTTAGCGTTGAATTTCAGGAGAAAATTGCAGTCAGTTCAG 
ACATCTTGGAAAGAGTCCCATCTCTGGTCAAGCAGAGACTTTTCCTCTGTTGAACTGAGGAAC 
ACACTGTGCATTTCTTCCTTCTGTTGTGAGCCACTCTTACTCTTTTCAGGGCTCTCTTGTGAC 
AAACATGCCAATCACTAGCACTTTGCACCCCTGGGCTTCTCCATTTCCCATTCACAGCTTTGA 
TTTCCAGAGCTGAGGCCTTTAACTGGAGACCTGGAGGGGCAGGGCCCAAGGGCTU^GGGCCGCA 
TTAGCACAGGCAATCAGGGAGGGCCGCTGAAGGACACTTGGACCGTCCACCTGCCCCAGCCCA 
ACAGTCAGTCATCTGTCATCAGCTCAGCTGAGCAGCCCTGGATCTTTGCCGTACTGTGACTGG 
GCTCTTTGCCCTATTTTTCCCTCTGTCTGTGCCCCTGGATGGCAGGCTGAAGTCAGAGGGGCT 
GTTTCATTCTCAGCCCCCTCAGCAGCACTGGGGGAAGAAAGCATTGTCACAACAGGTTCTTTC 
TGGCCCTCACCCAACAGCCTGGGCACTTGGCCCTCCTCCTCCTTGACAGCCCTCCCCCTTCCT 
GCAAAGGACAGGGGCGACAGGGGTTGGTGTTGGGATTGGCTCCCGCTGCCTGACAACCACAAG 
TTTATTTGGAAGGCTAGCGGGAAGCCCAGCGGCTGGCGTTTCCCTTGACTAAGGAACAGGGTG 
CCCATCAGAGTGGGGCGGGCAGCTTTGGGAAGGACACAAGAAGCAGTAAGAGTGTAAAGAGGA 
TGCTGGCCTGGGCAGGCCAGTCCAGCCTGGCCACTAGCAGAATACCAAGCAGTCCAGTGGATT 
ACCCTCGTGGCTAAGCAAGTGTCTGCAGGAGCAGAGATGGCTGGAAGGGGCCTCTGCACACGG 
AAGATGGCTTGTTGAGCCCATTGACCTCCTGAGGATGTGGGCAGTCTCCTCC7U\GAACACATG 
GAGCTGCTTCCTGATCCCAAGCAGGTCATTGCCACTGGAAGGACATGGCCCCGGTGATCCATG 
CTTCATGCCCACCCAGAAACACACCCCTCAGTGTGTGCCTCAGTTTACTTTGGAGATCAGTTG 
TCGTTTTTAGTGCTCCTTTAGGCTTACTAAAACAGTTTTGGAAACAAAGCTATTTTGAAGTAT 
TCAAGCAGAGGAATTCCCTAACACTGACCCCCTTGTCTTTTTTTAATATTCAGGCTGTTTTAT 
ATGCCTAAATTTTTTTCTTAAGATCTAAACGAAAAATAGTTTCTTGTTTAAATTCACATAAGG 
CAATGAGATATGGAAAGATGACAAGATACGTATAAACATTGGTTTGCATCTTATTAAATTATT 
CTAATGCAAATCTTGTATAAAGAACCCATGATGTTTTGTAACTTTCTAATTAAAATGTTCAAA 
ATGAG 
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FIGURE 80 

MALYEVFSHPVERSYRAGLCSKAALFLLLAAALTYIPPLLVAFRSHGFWLKRSSYEEQPTVRF 
QHQVLLVALLGPESDGFLAWSTFPAFNRLQGDRLRVPLVSTREEDRNQDGKTDMLHFKLELPL 
QSTEHVLGVQLILTFSYRLHRMATLVMQSMAFLQSSFPVPGSQLYVNGDLRLQQKQPLSCGGL 
DARYNISVINGTSPFAYDYDLTHIVAAYQERNVTTVLNDPNPIWLVGRAADAPFVINAIIRYP 
VEVISYQPGFWEMVKFAWVQYVSILLIFLWVFERIKIFVFQNQVVTTIPVTVTPRGDLCKEHLS 

Xsnportant fea.tures of the protein: 
Signal peptide: 

amino acids 1-34 

Transmembrane domain : 

amino acids 268-284 

N-glycosylation sites . 

amino acids 194-198, 199-203, 221-225 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 51-55 

Tyrosine kinase phosphoiYl^'^^^'^ site. 

amino acids 250-259 

N-myristoylation site. 

amino acids 187-193 

Cell attachment sequence . 

amino acids 307-310 
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FIGURE 81 

GCCGGGAGCTTCCCTGATGGTGCCGCCGCCTCCGAGCCGGGGAGGAGCTGCCAGGGGCCAGCTGGGCAGGAGCCT 
GGGTCCGCTGCTGCTGCTCCTGGCGTTGGGACACACGTGGACCTACAGAGAGGAGCCGGAGGACGGCGACAGAGA 
AATCTGCTCAGAGAGCA7VAATCGCGACGACTAAATACCCGTGTCTGAAGTCTTCAGGCGAGCTCACCACATGCTA 
CAGGAAAAAGTGCTGCAAAGGATATAAATTTGTTCTTGGACAATGCATCCCAGAAGATTACGACGTTTGTGCCGA 
GGCTCCCTGTGAACAGCAGTGCACGGACAACTTTGGCCGAGTGCTGTGTACTTGTTATCCGGGATACCGATATGA 
CCGGGAGAGACACCGGAAGCGGGAGAAGCCATACTGTCTGGATATTGATGAGTGTGCCAGCAGCAATGGGACGCT 
GTGTGCCCACATCTGCATCAATACCTTGGGCAGCTACCGCTGCGAGTGCCGGGAAGGCTACATCCGGGAAGATGA 
TGGGAAGACATGTACCAGGGGAGACAAATATCCCAATGACACTGGCCATGAGAAGTCTGAGAACATGGTGAAAGC 
CGGAACTTGCTGTGCCACATGCAAGGAGTTCTACCAGATGAAGCAGACCGTGCTGCAGCTGAAGCAAAAGATTGC 
TCTGCTCCCCAACAATGCAGCTGACCTGGGCAAGTATATCACTGGTGACAAGGTGCTGGCCTCAAACACCTACCT 
TCCAGGACCTCCTGGCCTGCCTGGGGGCCAGGGCCCTCCCGGCTCACCAGGACCAAAGGGAAGCCCAGGCTTCCC 
CGGTATGCCAGGCCCTCCTGGGCAGCCCGGCCCACGGGGCTCAATGGGACCCATGGGACCATCTCCTGATCTGTC 
CCACATTAAGCAAGGCCGGAGGGGCCCTGTGGGTCCACCAGGGGCACCAGGAAGAGATGGTTCTAAGGGGGAGAG 
AGGAGCGCCTGGGCCCAGAGGGTCTCCAGGACCCCCTGGTTCTTTCGACTTCCTGCTACTTATGCTGGCTGACAT 
CCGCAATGACATCACTGAGCTGCAGGAAAAGGTGTTCGGGCACCGGACTCACTCTTCAGCAGAGGAGTTCCCTTT 
ACCTCAGGAATTTCCCAGCTACCCAGAAGCCATGGACCTGGGCTCTGGAGATGACCATCCAAGAAGAACTGAGAC 
AAGAGACTTGAGAGCCCCCAGAGACTTCTACCCATAGCACATCCCAACACCGTCACGCCAAAGGAAGAGAAAGAT 
CAACTCACCTGCAGTTAAACCATCTAAAGAGAAGAAAGACCACTGGAGACCTAGAAAACATACATTTTTCTCTTC 
TCTTCTCCTGACGTCTCTCCACTCCTCTTCTTCCAAATACGATGCTATTTTCAGAGTCCCCTCCTAGGCCTGCAG 
ACATGAGGGAGTGAATGATTGATTTACCTGCTTCTCACTAAGAGTCCATTGGGGTGGTTTGCATTGTAACTTTTC 
TTTTACATCCTATTTTTCCAGGAACTTTGGATTTAAGTACTCTCACAGTGTCTTAAATCATAAATTCTTGAAGTT 
AAATTTGGCAGAGTATCAAAAGGGGGAAAATGACAAAGTGAGCTCTAAGAAAATGTGAGGCTACTTCTAAGATGT 
GTGTTCACAATAGACCATAACTCCTCTAGTATCAAAATTGGGGCTCTTCAGTTAAAAAGGGGTGGGGAGGACAAA 
CGTGTCGATGTGCTTTGGTGGAGAATTTTTTCCTTGTGCTTCTAGTAGACTTTAAJVTATTGTATCCCTTTGTCAA 
ACCTTGTTTCCCAAATTCAATTAAAGAGAGGAGAGAATTGAATGGCGTTTAGAGAAGATAGAAAAGAATCACAGT 
CATATATTTACTGTTATATAGATTGCCACATTCTAAAATTCAAATACGGTGCTTAAGGTTTCATGCCATGCTTAT 
CTGTAAGTATCCTATTTAGGGAAGAAGATTAAACTCTCTTTTCAAAAAAACAAAGTGAAATGCCTGGATTCACAT 
TAAAACAATGGGCTCTCGTTTGCTATAATATTTTAAAGCTGTTTAATCAACAGTGGAGTCTGCTCTATAAATATA 
GATTATTTGTTCAATAAACTGGCTGAGCTTAGAGAGAGGTGCAGAATTCCTGGTTCTGAGCAGGTGCCCAGAAGG 
TACCATTAGGTGCCATGATCCAGGCTGAACCAATATACAGTGGGGCTGAAGTCTGCAAGGAGGTTGCTGGCTTGG 
GCTGACCTCACTAATGCCATCAGCAGCGGTAGGTAAATTTTTTCTCCTTGGGTATTACAAGTTTTTGTCTGGAGC 
CAACCAAGCTTGCCACC7U\CATATTGAGAGTAATACACTATTGAAAGTTATCTTGGATGGGGAGAAAAAAAAATA 
GTGGTTTTCCTTGTTTGCAAAAACTTCCTTCCTATTCTCATTTTTTCTTAATTTTCTTTAATTTAGTCCAAGTTC 
CAGTTCTTTTAGGCCTTCTCTTTGATTTATTTTCCCCTGCATGTGAGAAGCAGTTCAGAAAAAGGTCTATATCTC 
CACCTCCTAGTGAGTTAGAGTGTTTTCTCAGAGCACCTCTGGGTGGCAAAGGGAAGCATGTTCCTGCCAAGGTTT 
GCTGTGGATTCAGAAGCACCAGGAGCAAGAGACCAGAAGGATGATCTGCTCCTTTGTAACGTTGTTGAGGGCCCT 
CTTGTTTCCAATGAGCAGCTTATAGGTTACTCACAGTCCACTTTCTCACTGGACACACAAAGTGGCTCTTTATCT 
ACCTTTGCGGGAGATTTTCACTCTCCTGCAAATGATCGTTCTCACACTCATATTAGCTCATGTTGGAATTTCCCA 
TCCTGCCATGTCCTTTCCCATTTCTTTTTGGCTTTTTTGCCTCCACCTTTTAGCCCACATCATTTAACTCCACTA 
CTGTGAAAGCTTGCTTAAAGAAAATCCCTCTTGGCCGGGTGTGGTAGCCCACGCCTCTAATCCCAGCACTTTGGG 
AGGCTGAGGCGGGGAGATCACAAGGTCAGGAGATCGAGACCAGCCTGACCAACATGGTGAAACCCTGTCTCTACT 
AAAAATACAAAAATTAGCTGGGCGTGTTGGCACACACCTGTAATCCCAGCTACTCAGGAGGCTGAGGCAGGAGAA 
TTACTTTAACCTGCGGGGGGAGCCTAGAT.TGCGCTACTGCACT.CCAGCCTAGGCAACAGAGGGAGACTCTGT-CTC 
ATTAAAAA 
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FIGURE -82 

MVPPPPSRGGAARGQLGRSLGPLLLLLALGHTWTYREEPEDGDREICSESKIATTKYPCLKSS 
GELTTCYRKKCCKGYKFVLGQCIPEDYDVCAEAPCEQQCTDNFGRVLGTCyPGYRYDRERHRK 
REKPYCLDIDECASSNGTLCAHICINTLGSYRCECREGYIREDDGKTCTRGDKYPNDTGHEKS 
ENMVKAGTCCATCKEFYQMKQTVLQLKQKIALLPNNAADLGKYITGDKVLASNTYLPGPPGLP 
GGQGPPGSPGPKGSPGFPGMPGPPGQPGPRGSMGPMGPSPDLSHIKQGRRGPVGPPGAPGRDG 
SKGERGAPGPRGSPGPPGSFDFLLLMLADIRNDITELQEPCVFGHRTHSSAEEFPLPQEFPSYP 
EAMDLGSGDDHPRRTETRDLRAPRDFYP 

lmpor1:an't fea-bures o£ the protein: 
Signal peptide: 
amino acids 1-34 
W-glycosylation sites . 
amino acids 142-148, 182-188 
Tyrosine kinase phosphorylation site . 
amino acids 125-132 
N-myristoylation sites . 

amino acids 10-16, 143-149, 155-161, 196-202, 250-255 
i\miciation site , 

amino acids 299-303 

Aspartic acid and asparagine hydroxylation site. 

amino acids 150-162 
Cell attachment sequence . 
amino acids 176-179 
Clq domain proteins , 

amino acids 247-280 

Calcium-binding EGF-like domain proteins pattern proteins , 

amino acids 144-165 



BNSDOCtD; <WO 0140466A2_L> 



wo 01/40466 



PCT/USOO/32678 



83/550 

FIGURE 83 

ATCTGAGTGAGCTAACTGACACAATGAAACTGTCAGGCATGTTTCTGCTCCTCTCTCTGGCTC 
TTTTCTGCTTTTTAACAGGTGTCTTCAGTCAGGGAGGACAGGTTGACTGTGGTGAGTTCCAGG 
ACCCCAAGGTCTACTGCACTCGGGAATCTAACCCACACTGTGGCTCTGATGGCCAGACATATG 
GCAATAAATGTGCCTTCTGTAAGGCCATAGTGAAAAGTGGTGGAAAGATTAGCCTAAAGCATC 
CTGGAAAATGCTGAGTTAAAGCCAATGTTTCTTGGTGACTTGCCAGCTTTTGCAGCCTTCTTT 
TCTCACTTCTGCTTATACTTTTGCTGGTGGATfCCTTTAATTCATAAAGACATACCTACTCTG 
CCTGGGTCTTGAGGAGTTCAATGTATGTCTATTTCTCTTGATTCACTTGTCAATAAAGTACATTC 
TGCAAAAGCAAAAA 
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FIGURE 84 

MKLSGMFLLLSLALFCFLTGVFSQGGQVDCGEFQDPKVYCTRESNPHCGSDGQTYGNKCAFCK 
AIVKSGGKISLKHPGKC 

Impor'tant: fea-tures of the protein: 
Signal peptide: 

amino acids 1-23 

N-myrlstoylatlon sites . 

amino acids 26-32, 52-58, 56-62, 69-75 

Kazal serine protease inhibitors family signature. 

amino acids 40-63 
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FIGURE 85 

GGAGCAGACACACAGACCCGGGCCGGAGGCCCCTCTTCTAGCGCTGCGGGAACCGGACAGTTC 

CCCAACTGGGGACTCTGGAACCACAGCTCCTAAATCATCAAATTCTCAAGCTTTTTTTTTCCC 

TCTCTTCGTCCCAGCCATCCCAGTCTTCTTCTTCTTTTTTTTTTTTTTAACTTATTGTTTTTT 

TCGCTCCTGTCATTATGAAAGTGGTCACGCCATTCAATATTAAGACTTGGAGGGAATTGGGGA 

AAGAAAAGAAAGAATCTAAAAGAAGAGAAGCGACCGGTGCTTTTAAGGGTGTCTAATTTTCAA 

AAGAGACGTCTGGGAGTATTTTGCTCTGGGCGTTTGGAGCAACTTCGCGGACAGCGGAGCTCG 

CCCAGCATGGATGTTCCAGGTTCACAGGCGCCTTTCTTCTGAGAACGACCCTGGCCTTGAACG 

TCAGAGCCGGGGACGAAGGCCCCCGGAGGCTGCTGCGAGCTCCGCGCGTTCCTTCGCGCCCTT 

CCGCGCCGCTCGCGCCGGCGCCGGCCTCCACCCCCGCGCGCCGCCTCCCACCAGTCCCG ATG C 

AGGCGCCCGGCCGGGGGCCACTCGGGCTGCGGCTGATGATGCCCGGGCGCCGGGGGGCGCTGC 

GCGAGCCTGGCGGCTGCGGATCCTGCCTGGGGGTGGCGCTGGCCCTGCTGTTGCTGCTACTGC 

CCGCCTGCTGCCCCGTGCGGGCGCAGAACGACACGGAGCCCATCGTGCTGGAGGGCAAGTGCC 

TGGTGGTGTGCGACTCCAGCCCGTCGGCGGACGGCGCCGTCACCTCCTCCCTAGGCATCTCCG 

tGCGCTCCGGCAGCGCCAAGGTGGCCTTCTCCGCCACGCGGAGCACCAACCACGAGCCGTCCG 

AGATGAGCAACCGCACCATGACCATCTATTTCGACCAGGTATTAGTAAATATTGGCAACCACT 

TTGATCTTGCTTCCAGTATATTTGTAGCACCGAGA/^AAGGGATTTATAGCTTCAGCTTCCACG 

TGGTCAAAGTGTATAACAGACAAACCATCCAGGTCAGTTTAATGCAGAATGGCTACCCAGTGA 

TCTCGGCCTTTGCAGGAGACCAGGATGTCACCAGAGAAGCTGCTAGCAATGGCGTGCTGCTGC 

TCATGGAAAGGGAAGACAAAGTGCATCTCAAACTTGAGAGAGGCAACCTCATGGGGGGCTGGA 

AATACTCCACATTCTCGGGCTTCTTGGTGTTTCCTCTATAAACACAGAGCCCCCTAGATGGTG 

GGGGAATGGCAAACTGGACCCAGGACTCCGCCCTTTAAAACACCCTGAACTTACTGGAATTGG 

ACACCTTGTTTCCAACCTCCGTCAGACTGTTGCAGTAGAAGAATGATTTCCTTTGAAACCTCC 

AGTACTTTTGTTTTTGTTTTTTGGAATACTGACAATTCCTCGGGAACCTGGCCTCTAATTAGT 

TTTAGATGACAAGGTCTTAAGGAGAAATGAAATTATCGATTTGAGCAATTTGTACCTGTGATT 

GTAAAGTCAATATCGGATTTTATTGTTGGGACCATGGACCTCTTTTGTTTGTATGTTGTATTG 

TCGTCCCAACGGAAGGAGAGCTCCTGACTCCAGGATGGGCTGCAGGTTGCAGTCAGGGCTTGA 

AGTAGGAGCCCAGCAAAGAACCACCTGCTGGACAGTCCTTGACATGTGTTCTGTGTGTGTCTG 

TATAGCCTTAAGAAAAAGAATGGCTTCACTTTCATTCTGTATTCTTCCCCCCACCATGTGGCT 

GGGAGGACTTGGGAGGGGGATGGGGACATTGGGAACCTGTCAAGAAGTGCTTTATCCAGAGAA 

GCAAATTTTGCACGATTGGACTGCAATTTTTGTTTTGTATTGTTTGTGTTTTTTCTTGAAAAG 

CTTTACTTTTCTTTCCACACTCAGCTCTCCCTCCTCAACCCCACTTTTATTTTTCTTGCTGGG 

GTTGAGGAGAGAAAATATAGAATTCCTGGATAAGACCT^AACAAAACAAAACATTAAAATACCT 

GTATGTTTTGTTTTAGACGAGACCAAACTAAACAAAAAGTATCTGTTTATCAAAGTAAAAGTA 

ACACAATGGACAATTCTGCTTATTCTCTCT^AAGAGATTCTAAGATGCACCTTTAGAACTATTA 

ATAGCAACCTGCATTTTTTTTTAATTTATACTTCAGAATCCTTTAAGAACCTGGTGTTCCTGA 

GTGGTCCTGAATGATATAAGTTGGTAATGGAAGeTGTAATGACCAAGTCCCCTAAACATACTA' 

TGTCTTTGCCACGTGTGCTGTGACTTCTCTGTGGGTGATTTAATTTATTTGGATCCACCTCTG 

AGTGAGCGCACAGTGATCAGGTGCTTCAAAGCCAACAGACCAGCTCCTCTTCCTCCGGATCCT 

CTTTTGATCTGCCCAGGAAAGGGATGCATTGACACTCTCCTGCATGCACCTGGCGAGT^GCCA 

CCTGAAAGTCACTGTGGTTAAAGATATTGGTGGAGGTACCCCAGGAGCACTGTTACAAATCCT 

TCTTGTTTTGGCATCTCGTACAACATTATTAAGACACAGCTGAGAGTTGATGGGTGTGTAATG 

CATATGCCAAGGAAATGTCACTAATCCCAAAGCAATCAAAAAGGAGACCTCAAACCAGATGTT 

AATTTGTTCTTTGTGTAACAATGTAACCAAAATATTGATGATAAAAGTCATAATTTAAGATTC 

AGAAT AAAT GGGT T TG AT GT CTGGC AAAAAAAAAAAAAAAA 
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FIGURE 86 

MQAPGRGPLGLRLMMPGRRGALREPGGCGSCLGVALALLLLLLPACCPVRAQNDTEPIVLEGK 
CLWCDSSPSADGAVTSSLGISVRSGSAKVAFSATRSTNHEPSEMSNRTMTIYFDQVLVNIGN 
HFDLASSIFVAPRKGIYSFSFHWKVYNRQTIQVSLMQNGYPVISAFAGDQDVTREAASNGVL 
LLMEREDKVHLKLERGNLMGGWKYSTFSGFLVFPL 

XiDpor-tant: fea^bures of the protein: 
Sxgnal peptide: 

amino acids 1-48 

N-glycosylation sites . 

amino acids 53-57, 110-114 

N-myristoylation sites . 

amino acids, 26-32, 27-33, 29-35, 33-39, 76-82, 205-211 

.^midation site . 

amino acids 16-20 

Clq[ domain signature . 

amino acids 117-148 

Clq domain proteins , 

amino acids 115-149 
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FIGURE 87 



AGGGCCCGCGGGTGGAGAGAGCGACGCCCGAGGGGATGGCGGCAGCGTCCCGGAGCGCCTCTG 
GCTGGGCGCTACTGCTGCTGGTGGCACTTTGGCAGCAGCGCGCGGCCGGCTCCGGCGTCTTCC 
AGCTGCAGCTGCAGGAGTTCATCAACGAGCGCGGCGTACTGGCCAGTGGGCGGCCTTGGGAGC 
CCGGCTGCCGGACTTTCTTCCGCGTCTGCCTTAAGCACTTCCAGGCGGTCGTCTCGCCCGGAC 
CCTGCACCTTCGGGACCGTCTCCACGCCGGTATTGGGCACCAACTCCTTCGCTGTCCGGGACG 
ACAGTAGCGGCGGGGGGCGCAACCCTCTCCAACTGCCCTTCAATTTCACCTGGCCGGGTACCT 
TCTCGCTCATCATCGAAGCTTGGCACGCGCCAGGAGACGACCTGCGGCCAGAGGCCTTGCCAC 
CAGATGCACTCATCAGCAAGATCGCCATCCAGGGCTCCCTAGCTGTGGGTCAGAACTGGTTAT 
TGGATGAGCAAACCAGCACCCTCACAAGGCTGCGCTACTCTTACCGGGTCATCTGCAGTGACA 
ACTACTATGGAGACAACTGCTCCCGCCTGTGCAAGAAGCGCAATGACCACTTCGGCCACTATG 
TGTGCCAGCCAGATGGCAACTTGTCCTGCCTGCCCGGTTGGACTGGGGAATATTGCCAACAGC 
CTATCTGTCTTTCGGGCTGTCATGAACAGAATGGCTACTGCAGCAAGCCAGCAGAGTGCCTCT 
GCCGCCCAGGCTGGCAGGGCCGGCTGTGTAACGAATGCATCCCCCACAATGGCTGTCGCCACG 
GCACCTGCAGCACTCCCTGGCAATGTACTTGTGATGAGGGCTGGGGAGGCCTGTTTTGTGACC 
AAGATCTCAACTACTGCACCCACCACTCCCCATGCAAGAATGGGGCAACGTGCTCCAACAGTG 
GGCAGCGAAGCTACACCTGCACCTGTCGCCCAGGCTACACTGGTGTGGACTGTGAGCTGGAGC 
TCAGCGAGTGTGACAGCAACCCCTGTCGCAATGGAGGCAGCTGTAAGGACCAGGAGGATGGCT 
ACCACTGCCTGTGTCCTCCGGGCTACTATGGCCTGCACTGTGAACACAGCACCTTGAGCTGCG 
CCGACTCCCCCTGCTTCAATGGGGGCTCCTGCCGGGAGCGCAACCAGGGGGCCAACTATGCTT 
GTGAATGTCCCCCCAACTTCACCGGCTCCAACTGCGAGAAGAAAGTGGACAGGTGCACCAGCA 
ACCCCTGTGCCAACGGGGGACAGTGCCTGTVACCGAGGTCCAAGCCGCATGTGCCGCTGCCGTC 
CTGGATTCACGGGCACCTACTGTGAACTCCACGTCAGCGACTGTGCCCGTAACCCTTGCGCCC 
ACGGTGGCACTTGCCATGACCTGGAGAATGGGCTCATGTGCACCTGCCCTGCCGGCTTCTCTG 
GCCGACGCTGTGAGGTGCGGACATCCATCGATGCCTGTGCCTCGAGTCCCTGCTTCTU^CAGGG 
CCACCTGCTACACCGACCTCTCCACAGACACCTTTGTGTGCAACTGCCCTTATGGCTTTGTGG 
GCAGCCGCTGCGAGTTCCCCGTGGGCTTGCCGCCCAGCTTCCCCTGGGTGGCCGTCTCGCTGG 
GTGTGGGGCTGGCAGTGCTGCTGGTACTGCTGGGCATGGTGGCAGTGGCTGTGCGGCAGCTGC 
GGCTTCGACGGCCGGACGACGGCAGCAGGGAAGCCATGAACAACTTGTCGGACTTCCAGAAGG 
ACAACCTGATTCCTGCCGCCCAGCTTAAAAACACAAACCAGAAGAAGGAGCTGGAAGTGGACT 
GTGGCCTGGACAAGTCCAACTGTGGCAAACAGCAAAACCACACATTGGACTATAATCTGGCCC 
CAGGGCCCCTGGGGCGGGGGACCATGCCAGGAAAGTTTCCCCACAGTGACAAGAGCTTAGGAG 
AGAAGGCGCCACTGCGGTTACACAGTGAAAAGCCAGAGTGTCGGATATCAGCGATATGCTCCC 
CCAGGGACTCCATGTACCAGTCTGTGTGTTTGATATCAGAGGAGAGGAATGAATGTGTCATTG 
CCACGGAGGTATAAGGCAGGAGCCTACCTGGACATCCCTGCTCAGCCCCGCGGCTGGACCTTC 
CTTCTGCATTGTTTACA 
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FIGURE 88 

MAAASRSASGWALLLLVALWQQRAAGSGVFQLQLQEFINERGVLASGRPCEPGCRTFFRVCLK 
HFQAVVSPGPCTFGTVSTPVLGTNSFAVRDDSSGGGRNPLQLPFNFTWPGTFSLIIEAWHAPG 
DDLRPEALPPDALISKIAIQGSLAVGQNWLLDEQTSTLTRLRYSYRVICSDNYYGDNCSRLCK 
KRNDHFGHYVCQPDGNLSCLPGWTGEYCQQPICLSGCHEQNGYCSKPAECLCRPGWQGRLCNE 
CIPHNGCRHGTCSTPWQCTCDEGWGGLFCDQDLNYCTHHSPCKNGATCSNSGQRSYTCTCRPG 
YTGVDCELELSECDSNPCRNGGSCKDQEDGYHCLCPPGYYGLHCEHSTLSCADSPCFNGGSCR 
ERNQGANYACECPPNFTGSNCEKKVDRCTSNPCANGGQCLNRGPSRMCRCRPGFTGTYCELHV 
SDCARNPCAHGGTCHDLENGLMCTCPAGFSGRRCEVRTSIDACASSPCFNRATCYTDLSTDTF 
VCNCPYGFVGSRCEFPVGLPPSFPWVAVSLGVGLAVLLVLLGMVAVAVRQLRLRRPDDGSREA 
MNNLSDFQKDNLIPAAQLKNTNQKKELEVDCGLDKSNCGKQQNHTLDYNLAPGPLGRGTMPGK 
FPHSDKSLGEECAPLRLHSEKPECRISAICSPRDSMYQSVCLISEERNECVIATEV 

Impor'tan't f ea-kures of the protein : 
Signal peptide: 
amino acids 1-26 
Transmembrane domain : 
amino acids 530-552 
N-glycosylation sites . 

amino acids 108-112, 183-187, 205-209, 393-397, 570-574, 610-614 
Glycosaminoglycan attachment site. 

amino acids 96-100 

Tyrosine kinase phosphorylation site. 

amino acids 340-347 
N-myristoylation sites . 

amino acids 42-48, 204-210, 258-264, 277-283, 297-303, 383-389, 
415-421, 461-467, 522-528, 535-541, 563-569, 599.-605, 625-631 
Amidation site . 
amino acids 471-475 

Aspartic acid and asparagine hydroxylation site. 

amino acids 339-351 

EGF-like domain cysteine pattern signature. 

amino acids 173-185, 206-218, 239-251, 270-282, 310-322, 348-360, 
388-400, 426-438, 464-476, 506-518 
Calcium-binding EGF-like : 

amino acids 224-245, 255-276, 295-316, 333-354, 373-394, 411-432, 
449-470 
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FIGURE 89 

GTCTCCGCGTCACAGGAACTTCAGCACCCACAGGGCGGACAGCGCTCCCCTCTACCTGGAGAC 
TTGACTCCCGCGCGCCCCAACCCTGCTTATCCCTTGACCGTCGAGTGTCAGAGATCCTGCAGC 
CGCCCAGTCCCGGCCCCTCTCCCGCCCCACACCCACCCTCCTGGCTCTTCCTGTTTTTACTCC 
TCCTTTTCATTCATAACAAAAGCTACAGCTCCAGGAGCCCAGCGCCGGGC.TGTGACCCAAGCC 
GAGCGTGGAAGAATGGGGTTCCTCGGGACCGGCACTTGGATTCTGGTGTTAGTGCTCCCGATT 
CT^GCTTTCCCCAAACCTGGAGGAAGCCAAGACAAATCTCTACATAATAGAGAATTAAGTGCA 
GAAAGACCTTTGAATGAACAGATTGCTGAAGCAGAAGAAGACAAGATTAAAAAAACATATCCT 
CCAGAAAACAAGCCAGGTCAGAGCAACTATTCTTTTGTTGATAACTTGAACCTGCTAAAGGCA 
ATAACAGAAAAGGAAAAAATTGAGAAAGAAAGACAATCTATAAGAAGCTCCCCACTTGATAAT 
AAGTTGAATGTGGAAGATGTTGATTCAACCAAGAATCGAAAACTGATCGATGATTATGACTCT 
ACTAAGAGTGGATTGGATCATAAATTTCAAGATGATCCAGATGGTCTTCATCAACTAGACGGG 
ACTCCTTTAACCGCTGAAGACATTGTCCATAAAATCGCTGCCAGGATTTATGAAGAAAATGAC 
AGAGCCGTGTTTGACAAGATTGTTTCTAAACTACTTAATCTCGGCCTTATCACAGAAAGCCAA 
GCACATACACTGGAAGATGAAGTAGCAGAGGTTTTACAAAAATTAJ\TCTCAAAGGAAGCCAAC 
AATTATGAGGAGGATCCCAATAAGCCCACAAGCTGGACTGAGAATCAGGCTGGAAAAATACCA 
GAGAAAGTGACTCCAATGGCAGCAATTCAAGATGGTCTTGCTAAGGGAGAAAACGATGAAACA 
GTATCTAACACATTAACCTTGACAAATGGCTTGGAAAGGAGAACTAAAACCTACAGTGAAGAC 
AACTTTGAGGAACTCCAATATTTCCCAAATTTCTATGCGCTACTGAAAAGTATTGATTCAGAA 
AAAGAAGCAAAAGAGAAAGAAACACTGATTACTATCATGAAAACACTGATTGACTTTGTGAAG 
ATGATGGTGAAATATGGAACAATATCTCCAGAAGAAGGTGTTTCCTACCTTGAAAACTTGGAT 
GAAATGATTGCTCTTCAGACCAAAAACAAGCTAGAAAAAAATGCTACTGACAATATAAGCAAG 
CTTTTCCCAGCACCATCAGAGAAGAGTCATGAAGAAACAGACAGTACCAAGGAAGAAGCAGCT 
AAGATGGATy^GGAATATGGAAGCTTGAAGGATTCCACAAAAGATGATAACTCCAACCCAGGA 
GGAAAGACAGATGAACCCAAAGG_AAAAACAGAAGCCTATTTGGAAGCCATCAGAAAAAATATT 
GAATGGTTGAAGAAACATGACAAAAAGGGAAATAAAGAAGATTATGACCTTTCAAAGATGAGA 
GACTTCATCAATAAACAAGCTGATGCTTATGTGGAGAAAGGCATCCTTGACAAGGAAGAAGCC 
GAGGCCATCAAGCGCATTTATAGCAGCCTGTAAAAATGGCAAAAGATCCAGGAGTCTTTCAAC 
TGTTTCAGAAAACATAATATAGCTTAAAACACTTCTAATTCTGTGATTAAAATTTTTTGACCC 
AAGGGTTATTAGAAAGTGCTGAATTTACAGTAGTTAACCTTTTACAAGTGGTTAAAACATAGC 
TTTCTTCCCGTAAAAACTATCTGAAAGTAAAGTTGTATGTAAGCTGAAAAAAAAAAAAAAAAA 
AAA 
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FIGURE 90 

MGFLGTGT.WILVLV.LPIQAFPKPGGSQDKSLHNRELSAERPLNEQIAEAEEDKIKKTYPPENK 

PGQSNYSFVDNLNLLKAITEKEKIEKERQSIRSSPLDNKLNVEDVDSTKNRKLIDDYDSTKSG 

LDHKFQDDPDGLHQLDGTPLTAEDIVHKIAARIYEENDRAVFDKIVSKLLNLGLITESQAHTL 

EDEVAEVLQKLISKEANNYEEDPNKPTSWTENQAGKIPEKVTPMAAIQDGLAKGENDETVSNT 

LTLTNGLERRT.KTYSEDNFEELQYFPNFYALLKSIDSEKEAKEKETLITIMKTLIDFVKMMVK 

YGTISPEEGVSYLENLDEMIALQTKNKLEKNATDNISKLFPAPSEKSHEETDSTKEEAAKMEK 

EYGSLKDSTKDDNSNPGGKTDEPKGKTEAYLEAIRKNIEWLKKHDKKGNKEDYDLSKMRDFIN 
KQADAYVEKGILDKEEAEAIKRIYSSL 

Important features : 
N-glycosylation sites: 

amino acids 68-71, 346-349, 350-353 

Casein kinase II phosphorylation site: 

amino acids 70-7 3, 82-85, 97-100, 125-128, 147-150, 188-191, 217- 
220, 265-268, 289-292, 305-308, 320-323, 326-329, 362-365, 368- 
341, 369-372, 382-385, 386-389, 387-390 

N-myrlstoylation sites : 

amino acids 143-148, 239-244 
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FIGURE 91 

TGCATCAGTGCCCAGGCAAGCCCAGGAGTTGACATTTCTCTGCCCAGCCATGGGCCTCACCCT 
GCTCTTGCTGCTGCTCCTGGGACTAGAAGGTCAGGGCATAGTTGGCAGCCTCCCTGAGGTGCT 
GCAGGCACCCGTGGGAAGCTCCATTCTGGTGCAGTGCCACTACAGGCTCCAGGATGTCAAAGC 
TCAGAAGGTGTGGTGCCGGTTCTTGCCGGAGGGGTGCCAGCCCCTGGTGTCCTCAGCTGTGGA 
TCGCAGAGCTCCAGCGGGCAGGCGTACGTTTCTCACAGACCTGGGTGGGGGCCTGCTGCAGGT 
GGAAATGGTTACCCTGCAGGAAGAGGATGCTGGCGAGTATGGCTGCATGGTGGATGGGGCCAG 
GGGGCCCCAGATTTTGCACAGAGTCTCTCTGAACATACTGCCCCCAGAGGAAGAAGAAGAGAC 
CCATAAGATTGGCAGTCTGGCTGAGAACGCATTCTCAGACCCTGCAGGCAGTGCCAACCCTTT 
GGAACCCAGCCAGGATGAGAAGAGCATCCCCTTGATCTGGGGTGCTGTGCTCCTGGTAGGTCT 
GCTGGTGGCAGCGGTGGTGCTGTTTGCTGTGATGGCCAAGAGGAAACAAGAATCCCTCCTCAG 
TGGTCCACCACGTCAGTGACTCTGGACCGGCTGCTGAATTGCCTTTGGATGTACCACACATTA 
GGCTTGACTCACCACCTTCATTTGACAATACCACCTACACCAGCCTACCTCTTGATTCCCCAT 
CAGGAAAACCTTCACTCCCAGCTCCATCCTCATTGCCCCCTCTACCTCCTAAGGTCCTGGTCT 
GCTCCAAGCCTGTGACATATGCCACAGTAATCTTCCCGGGAGGGAACAAGGGTGGAGGGACGT 
CGTGTGGGCCAGCCCAGAATCCACCTAACAATCAGACTCCATCCAGCTAAGCTGCTCATCACA 
CTTTAAACTCATGAGGACCATCCCTAGGGGTTCTGTGCATCCATCCAGCCAGCTCATGCCCTA 
GGATCCTTAGGATATCTGAGCAACCAGGGACTTTAAGATCTAATCCAATGTCCTAACTTTACT 
AGGGAAAGTGACGCTCAGACATGACTGAGATGTCTTGGGGAAGACCTCCCTGCACCCAACTCC 
CCCACTGGTTCTTCTACCATTACACACTGGGCTAAATAAACCCTAATAATGATGTGCTUU^AAA 
AAAAAAAAAAAAAAAAAAAAAAA7VAAAAAAAAAAAAAAAAAAA 
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FIGURE 92 

MGLTLLLLLLLGLEGQGIVGSLPEVLQAPVGSSILVQCHYRLQDVKAQKVWCRFLPEGCQPLV 

SSAVDRRAPAGRRTFLTDLGGGLLQVEMVTLQEEDAGEYGCMVDGARGPQILHRVSLNILPPE 

EEEETHKIGSLAENAFSDPAGSANPLEPSQDEKSIPLIWGAVLLVGLLVAAVVLFAVMAKRKQ 
ESLLSGPPRQ 

Important features of the protein: 
Signal peptide: 

arrino acids 1-15 

Transmembrane domain : 

amino acids 161-181 

N-myristoylation sites . 

amino acids 17-23, 172-178 

Ami dation site . 

amino acids 73-79 
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FIGURE 93 



GGCGGCGTTGCCGGGCTCTCCGGAAGGAGACGTGGCGGCGGTTGGGCCGGTGATACCCGGGCG 
CTTTATAGTCCCGCCGCCTCCTCCTCCACCTCCTCCTCCTCCTCCTCTCCTCCTGGGGCAGAG 
GAGGTTGTGGCGGTGGCTGGAGAAAGCGGCGGCGGAGGATGGAGGAAGGAGGCGGCGGCGTAC 
GGAGTCTGGTCCCGGGCGGGCCGGTGTTACTGGTCCTCTGCGGCCTCCTGGAGGCGTCCGGCG 
GCGGCCGAGCCCTTCCTCAACTCAGCGATGACATCCCTTTCCGAGTCAACTGGCCCGGCACCG 
AGTTCTCTCTGCCCACAACTGGAGTTTTATATAAAGAAGATAATTATGTCATCATGACAACTG 
CACATAAAGAAAAATATAAATGCATACTTCCCCTTGTGACAAGTGGGGATGAGGAAGAAGAAA 
AGGATTATAAAGGCCCTAATCCAAGAGAGCTTTTGGAGCCACTATTTAAACAAAGCAGTTGTT 
CCTACAGAATTGAGTCTTATTGGACTTACGAAGTATGTCATGGAAAACACATTCGGCAGTACC 
ATGAAGAGAAAGAAACTGGTCAGAAAATAAATATTCACGAGTACTACCTTGGGAATATGTTGG 
CCAAGAACCTTCTATTTGAAAAAGAACGAGAAGCAGAAGAAAAGGAAAAATCAAATGAGATTC 
CCACTAAAAATATCGAAGGTCAGATGACACCATACTATCCTGTGGGAATGGGAAATGGTACAC 
CTTGTAGTTTGAAACAGAACCGGCCCAGATCAAGTACTGTGATGTACATATGTCATCCTGAAT 
CTAAGCATGAAATTCTTTCAGTAGCTGAAGTTACT^CTTGTGAATATGAAGTTGTCATTTTGA 
CACCACTCTTGTGCAGTCATCCTAAATATAGGTTCAGAGCATCTCCTGTGAATGACATATTTT 
GTCAATCACTGCCAGGATCTCCATTTAAGCCCCTCACCCTGAGGCAGCTGGAGCAGCAGGAAG 
AAATACTAAGGGTGCCTTTTAGGAGAAATAAAGAGGGTGTCGGTTGGTGGAAATATGAATTCT 
GCTATGGCAAACATGTACATCAATACCATGAGGACAAGGATAGTGGGAAAACCTCTGTGGTTG 
TCGGGACATGGAACCAAGAAGAGCATATTGAATGGGCTAAGAAGAATACTGCTAGAGCTTATC 
ATCTTCAAGACGATGGTACCCAGACAGTCAGGATGGTGTCACATTTTTATGGAAATGGAGATA 
TTTGTGATAT7\ACTGACA7\ACCAAGACAGGTGACTGTAAAACTAAAGTGCAAAGAATCAGATT 
CACCTCATGCTGTTACTGTATATATGCTAGAGCCTCACTCCTGTCAATATATTCTTGGGGTTG 
AATCTCCAGTGATCTGTAAAATCTTAGATACAGCAGATGAAAATGGACTTCTTTCTCTCCCCA 
ACTAAAGGATATTAAAGTTAGGGGAAAGAAAAGATCATTGAAAGTCATGATAATTTCTGTCCC 
ACTGTGTCTCATTATAGAGTTCTCAGCCATTGGACCTCTTCTAAAGGATGGTATAAAATGACT 
CTCAACCACTTTGTGAATACATATGTGTATATAAGAGGTTATTGATAAACTTCTGAGGCAGAC 
ATTTGTCTCGCTTTTTTTCATTTTTGTTGTGTCTTATAAACTGACTGTTTTTCTTTGCTTGGA 
TACTGTGATTCCA7\7\ATAAATCTCATCCAAGCAAGTTAGAGTCCAGCCTAATCAAATGTCATA 
ATTGTTGTACCTATTGAAAGTTTTTAAATAATAGATTTATTATGTAAATTATAGTATATGTAA 
GTAGCTAATGAAGTAAAGATCATGAAGAAAGAAATTGATAGGTGTAAATGAGAGACCATGTAA 
AATATGTAAATTCTAGTACCTGAAATCCTTTCAACAGATTTTTATATAGCAACTGCTCTCTGC 
AAGTAGTTAAACTAGAAACTGGGCACATGGTAGAGGCTCACATGGGAGTTGTCCTCACCCTTG 
TTAATCTCAAGAAACTCTTATTTATAATAGGTTGCTTCTCTCTCAGAACTTTTATCTATTACT 
TTTTTCTTCTTATGAGTATGTTTACTCTCAGAGTATCTATCTGATGTAGACAGTTGGTGATGC 
TTCTGAGACTCAGAATGGTTTACTCTAACAATVACACTGTGCTGTCTATCCCTTGTACTTGCCT 
ACTGTAATATGGATTTCAGTTCTGAACAGTTTACAGCAGAATATTTATTTTAAAGTGAATAAA 
ATGTCCACAAGCTUVAAA 
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FIGURE 94 ' 

MEEGGGGVRSLVPGGPVLLVLCGLLEASGGGRALPQLSDDIPFRVNWPGTEFSLPTTGVLYKE 
DNYVIMTTAHKEKYKCILPLVTSGDEEEEKDYKGPNPRELLEPLFKQSSCSYRIESYWTYEVC 
HGKHIRQYHEEKETGQKINIHEYYLGNMLAKNLLFEKEREAEEKEKSNEIPTKNIEGQMTPYY 
PVGMGNGTPCSLKQNRPRSSTVMYICHPESKHEILSVAEVTTCEYEWILTPLLCSHPKYRFR 
ASPVNDIFCQSLPGSPFKPLTLRQLEQQEEILRVPFRRNKEGVGWWKYEFCYGKHVHQYHEDK 
DSGKTSVVVGTWNQEEHIEWAKKNTARAYHLQDDGTQTVRMVSHFYGNGDICDITDKPRQVTV 
KLKCKESDSPHAVTVYMLEPHSCQYILGVESPVICKILDTADENGLLSLPN 

Important features of the protein: 
Signal peptide: 

amino acids 1-30 

Glycosaminoglycan attachment site . 

amino acids 28-32 

gAMP- and cGMP- dependent protein kinase phosphorylation site.. 

amino acids 337-341 

N-myristoylation sites . 

amino acids 6-12, 23-29, 29-35, 49-55, 141-147, 152-158, 192-198, 
196-202 . 

Gram-positive cocci surface proteins 'anchoring' hexapeptide . 

amino acids 54-60 
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FIGURE 95 

TTCCGTTTCTGGGAGGAGTGAGGGGCAACGGGTCGGAGAAAAAGGAAAAAAGAAGGGCTCAGC 
GCCTCCCCGCCGGGCCGTGGACAGAGGGGCACAGTTTCGGCAGGCGGGTGAGGTCGCTGAGGG 
CCCGCCGGAGATGTTTTCCTTGTCGAGCACGGTGCAACCCCAGGTTACAGTTCCTCTGAGTCA 
TCTCATCAATGCCTTCCATACACCAAAAAACACTTCTGTTTCTCTCAGTGGAGTGTCAGTTTC 
TCAAAACCAGCATCGAGATGTAGTTCCTGAGCATGAGGCTCCCAGCAGTGAGCCTTCACTTAA 
CTTAAGGGACCTTGGATTATCTGAACTA7\AAATTGGACAGATTGATCAGCTGGTAGAAAATCT 
ACTTCCTGGATTTTGTAAAGGCAAAAACATTTCTTCCCATTGGCATACATCCCATGTCTCTGC 
ACAATCCTTCTTTGAAAATAAATATGGTAACTTAGATATATTTAGTACATTACGTTCCTCTTG 
CTTGTATCGACATCATTCAAGAGCTCTTCAAAGCATTTGTTCAGATCTTCAGTACTGGCCAGT 
TTTCATACAGTCTCGGGGTTTTAAAACTTTGAAATCAAGGACACGACGTCTCCAGTCTACCTC 
CGAGAGATTAGCTGAAACACAGAATATAGCGCCATCATTCGTGAAGGGGTTTCTTTTGCGGGA 
CAGAGGATCAGATGTTGAGAGTTTGGACAAACTCATGAAAACCAAAAATATACCTGAAGCTCA 
CCAAGATGCATTTAAAACTGGTTTTGCGGAAGGTTTTCTGAAAGCTCAAGCACTCACACAAAA 
AACCAATGATTCCCTAAGGCGAACCCGTCTGATTCTCTTCGTTCTGCTGCTATTCGGCATTTA 
TGGACTTCTAAAAAACCCATTTTTATCTGTCCGCTTCCGGACAACAACAGGGCTTGATTCTGC 
AGTAGATCCTGTCCAGATGAAAAATGTCACCTTTGAACATGTTAAAGGGGTGGAGGAAGCTAA 
ACAAGAATTACAGGAAGTTGTTGAATTCTTGAAAAATCCACAAAAATTTACTATTCTTGGAGG 
TAAACTTCCAAAAGGAATTCTTTTAGTTGGACCCCCAGGGACTGGAAAGACACTTCTTGCCCG 
AGCTGTGGCGGGAGT^GCTGATGTTCCTTTTTATTATGCTTCTGGATCCGAATTTGATGAGAT. 
GTTTGTGGGTGTGGGAGCCAGCCGTATCAGAAATCTTTTTAGGGAAGCAAAGGCGAATGCTCC 
TTGTGTTATATTTATTGATGAATTAGATTCTGTTGGTGGGAAGAGAATTGAATCTCCAATGCA 
TCCATATTCAAGGCAGACCATAAATCAACTTCTTGCTGAAATGGATGGTTTTAAACCCAATGA 
AGGAGTTATCATAATAGGAGCCACAAACTTCCCAGAGGCATTAGATAATGCCTT7\ATACGTCC 
TGGTCGTTTTGACATGCAAGTTACAGTTCCAAGGCCAGATGTAAAAGGTCGAACAGAAATTTT 
GAAATGGTATCTCAATAAAATAAAGTTTGATCAATCCGTTGATCCAGAAATTATAGCTCGAGG 
TACTGTTGGCTTTTCCGGAGCAGAGTTGGAGAATCTTGTGAACCAGGCTGCATTAAAAGCAGC 
TGTTGATGGAAAAGTIAATGGTTACCATGAAGGAGCTGGAGTTTTCCAAAGACAAAATTCTAAT 
GGGGCCTGAAAGAAGAAGTGTGGAAATTGATTy^CAAAAACAAAACCATCACAGCATATCATGA 
ATCTGGTCATGCCATTATTGCATATTACACAAAAGATGCAATGCCTATCAACAAAGCTACAAT 
CATGCCACGGGGGCCAACACTTGGACATGTGTCCCTGTTACCTGAGAATGACAGATGGAATGA 
AACTAGAGCCCAGCTGCTTGCACAAATGGATGTTAGTATGGGAGGAAGAGTGGCAGAGGAGCT 
TATATTTGGAACCGACCATATTACAACAGGTGCTTCCAGTGATTTTGATAATGCCACTTW^T 
AGCAAAGCGGATGGTTACCAAATTTGGAATGAGTGAAAAGCTTGGAGTTATGACCTACAGTGA 
TACAGGGAAACTAAGTCCAGAAACCCAATCTGCCATCGAACAAGAAATAAGAATCCTTCTAAG 
GGACTCATATGAACGAGCAAAACATATCTTGAAAACTCATGCAAAGGAGCATAAGAATCTCGC 
AGAAGCTTTATTGACCTATGAGACTTTGGATGCCAAAGAGATTCAAATTGTTCTTGAGGGGAA 
AAAGTTGG7\AGTGAGATGATAACTCTCTTGATATGGATGCTTGCTGGTTTTATTGCAAGAATA 
TAAGTAGCATTGCAGTAGTCTACTTTTACAACGCTTTCCCCTCATTCTTGATGTGGTGTAATT 
GAAGGGTGTGAAATGCTTTGTCAATCATTTGTCACATTTATCCAGTTTGGGTTATTCTCATTA 
TGACACCTATTGCAAATTAGCATCCCATGGCAAATATATTTTGAAAAAATAAAGAACTATCAG 
GATTGAAAACAAAAAAAAAAAA 
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FIGURE 96 

MFSLSSTVQPQVTVPLSHLINAFHTPKNTSVSLSGVSVSQNQHRDVVPEHEAPSSEPSLNLRD 
LGLSELKIGQIDQLVENLLPGFCKGKNISSHWHTSHVSAQSFFENKYGNLDIFSTLRSSCLYR 
HHSRALQSICSDLQYWPVFIQSRGFKTLKSRTRRLQSTSERLAETQNIAPSFVKGFLLRDRGS 
DVESLDKLMKTKNIPEAHQDAFKTGFAEGFLKAQALTQKTNDSLRRTRLILFVLLLFGIYGLL 
KNPFLSVRFRTTTGLDSAVDPVQMKNVTFEHVKGVEEAKQELQEVVEFLKNPQKFTILGGKLP 
KGILLVGPPGTGKTLLARAVAGEADVPFYYASGSEFDEMFVGVGASRIRNLFREAKANAPCVI 
FIDELDSVGGKRIESPMHPYSRQTINQLLAEMDGFKPNEGVIIIGATNFPEALDNALIRPGRF 
DMQVTVPRPDVKGRTEILKWYLNKIKFDQSVDPEIIARGTVGFSGAELENLVNQAALKAAVDG 
KEMVTMKELEFSKDKILMGPERRSVEIDNKNKTITAYHESGHAIIAYYTKDAMPINKATIMPR 
GPTLGHVSLLPENDRWNETRAQLLAQMDVSMGGRVAEELIFGTDHITTGASSDFDNATKIAKR 

MVTKFGMSEKLGVMTYSDTGKLSPETQSAIEQEIRILLRDSYERAKHILKTHAKEHKNLAEAL 
LTYETLDAKEIQIVLEGKKLEVR 

Important features of the protein: 
Transmembrane domain: 

amino acids 238-259 

N-glycosylation sites . 

amino acids 28-32, 90-94, 230-234, 278-282, 535-539, 584-588, 
623-627 

N-myristoylation sites . 

amino acids 35-41, 266-272, 286-292, 325-331, 357-363, 599-605 

Amidation site. 

amino acids 387-393, 709-713 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 322-330 

AAA-protein family proteins 

amino acids 315-336, 343-386, 405-451 
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FIGURE 97 

GATGGCGCAGCCACAGCTTCTGTGAGATTCGATTTCTCCCCAGTTCCCCTGTGGGTCTGAGGG 
GACCAGAAGGGTGAGCTACGTTGGCTTTCTGGAAGGGGAGGCTATATGCGTCAATTCCCCAAA 
ACAAGTTTTGACATTTCCCCTGAAATGTCATTCTCTATCTATTCACTGCAAGTGCCTGCTGTT 
CCAGGCCTTACCTGCTGGGCACTAACGGCGGAGCCAGGATGGGGACAGAATAAAGGAGCCACG 
ACCTGTGCCACCAACTCGCACTCAGACTCTGAACTCAGACCTGAAATCTTCTCTTCACGGGAG 
GCTTGGCAGTTTTTCTTACTCCTGTGGTCTCCAGATTTCAGGCCTAAG ATG AAAGCCTCTAGT 
CTTGCCTTCAGCCTTCTCTCTGCTGCGTTTTATCTCCTATGGACTCCTTCCACTGGACTGAAG 
ACACTCAATTTGGGAAGCTGTGTGATCGCCACAAACCTTCAGGAAATACGAAATGGATTTTCT 
GAGATACGGGGCAGTGTGCAAGCCAAAGATGGAAACATTGACATCAGAATCTTAAGGAGGACT 
GAGTCTTTGCAAGACACAAAGCCTGCGAATCGATGCTGCCTCCTGCGCCATTTGCTAAGACTC 
TATCTGGACAGGGTATTTAAAAACTACCAGACCCCTGACCATTATACTCTCCGGAAGATCAGC 
AGCCTCGCCAATTCCTTTCTTACCATCAAGAAGGACCTCCGGCTCTCTCATGCCCACATGACA 
TGCCATTGTGGGGAGGAAGCAATGAAGAAATACAGCCAGATTCTGAGTCACTTTGAAAAGCTG 
GAACCTCAGGCAGCAGTTGTGAAGGCTTTGGGGGAACTAGACATTCTTCTGCAATGGATGGAG 
GAGACAGAA TAG GAGGAAAGTGATGCTGCTGCT7VAGAATATTCGAGGTCAAGAGCTCCAGTCT 
TCAATACCTGCAGAGGAGGCATGACCCCAAACCACCATCTCTTTACTGTACTAGTCTTGTGCT 
GGTCACAGTGTATCTTATTTATGCATTACTTGCTTCCTTGCATGATTGTCTTTATGCATCCCC 
AATCTTAATTGAGACCATACTTGTATAAGATTTTTGTAATATCTTTCTGCTATTGGATATATT 
TATTAGTTAATATATTTATTTATTTTTTGCTATTTAATGTATTTATTTTTTTACTTGGACATG 
AAACTTTAAAAAAATTCACAGATTATATTTATAACCTGACTAGAGCAGGTGATGTATTTTTAT 
ACAGTAAAAAAAAAAAACCTTGTAAATTCTAGAAGAGTGGCTAGGGGGGTTATTCATTTGTAT 
TCAACTAAGGACATATTTACTCATGCTGATGCTCTGTGAGATATTTG7y\ATTGAACCAATGAC 
TACTTAGGATGGGTTGTGGAATAAGTTTTGATGTGGAATTGCACATCTACCTTACAATTACTG 
ACCATCCCCAGTAGACTCCCCAGTCCCAT/^ 

CCAGCATGTATTTCTACAAATAAAGTTTTCTTTGCATACCAAAA7\AAAAAAAAAAAAAA 
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FIGURE 98 

MKASSLAFSLLSAAFYLLWTPSTGLKTLNLGSCVIATNLQEIRNGFSEIRGSVQAKDGNIDIR 
ILRRTESLQDTKPANRCCLLRHLLRLYLDRVFKNYQTPDHYTLRKISSLANSFLTIKKDLRLC 
HAHMTCHCGEEAMKKYSQILSHFEKLEPQAAVVKALGELDILLQWMEETE 

Signal secjuence : 

amino acids 1^2 4 

cAMP- and cGMP-dependen't protein kinase phosphorylation sites . 

amino acids 107-110, 140-143 

N-myristoylation site . 

amino acids 51-56 

Interleukin 10 : 

amino acids 9-176 
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FIGURE 99 

GCGCCGGCTCCGCGCCTCGCGCCCAGTCCGCGGGCCGCGCCGCCGCTCCCGCCGCTCCCGCCG 

CTCCCGCAGCCGCCCCGCCGCCCGCCCGGAGCCCCGCGTCCCTAGGCCTGGCTCCCGCCTGCC 

CGAGACCCGCCCAGCCTGCCCCGCTCAGCCGCCAGAGAAGATGCGGCTGCTCCCGGAATGGTT 

CCTCTTGCTCTTTGGCCCGTGGCTCCTTAGGAAGGCCGTCAGTGCCCAGATACCAGAGTCCGG 

AAGGCCGCAGTACCTGGGGCTGCGCCCCGCCGCGGCCGGAGCGGGTGCCCCCGGCCAGCAGCT 

CCCAGAGCCAAGGTCTTCGGACGGCCTAGGCGTGGGCCGCGCCTGGAGCTGGGCCTGGCCGAC 

CAACCACACGGGGGCGCTGGCCCGGGCAGGGGCAGCCGGGGCGTTGCCCGCGCAGCGCACCAA 

GAGGAAGCCGTCCATCAAGGCGGCGCGCGCCAAAAAGATCTTCGGCTGGGGGGACTTCTACTT 

TCGGGTGCATACCCTCAAGTTTTCGCTGCTGGTGACCGGCAAGATCGTGGACCATGTGAACGG 

TACCTTCAGTGTGTATTTCCGCCACAACTCGTCCAGCCTGGGCAACCTCAGTGTCAGCATCGT 

GCCGCCCTCCAAGCGTGTCGAGTTCGGAGGAGTCTGGCTGCCCGGGCCTGTCCCCCACCCTCT 

GCAGTCTACGCTCGCCCTGGAGGGGGTGCTTCCTGGGCTGGGGCCCCCGCTGGGGATGGCAGC 

AGCAGCGGCGGGGCCGGGGCTTGGGGGCTCCCTCGGGGGCGCACTGGCGGGGCCGCTTGGGGG 

CGCGTTGGGAGTGCCTGGGGCCAAAGAGTCACGCGCTTTCAATTGCCACGTGGAGTATGAGAA 

GACAAACCGCGCGCGCAAGCACCGACCGTGCCTGTACGACCCGTCGCAGGTGTGTTTCACCGA 

GCACACGCAGAGCCAGGCCGCCTGGCTCTGTGCCAAGCCCTTCT^AAGTCATCTGTATCTTCGT 

CTCTTTCCTCAGCTTTGACTACAAACTGGTGCAGAAGGTGTGCCCAGACTATAACTTCCAGAG 

TGAGCACCCCTACTTCGGATAGCGCCCCTCCCCAGCCAGTCCTGAGCCTCCCGCCAAATCCCA 

GCCTCACTAGGTGGGACCCCCTTCCCAGTGTTCTGCCGCTCCTGTGGCCATGTCGCCCACTCC 

TTCCACTCTGGGGGCGGAGGGGAATGGCTTCTCGGGACCCTCAGCTAGCGTGGGTGCCCTTTT 

CCTTATGCGGAGTGCCCGCAAGGCTGGGGTAGCCCCCTCCAGTACACCCCAAAGTGAAAGGGA 

TAAGAGTGCAGCCCCAGAATAGGCGGGGCTTGGAGGCGGTCCCAATGTCCCCTGGGTCCACAG 

TGGGTCCCCTTTTCACCCTTGGCGCTAGGCTGCGCACTCCCTTTCCCCGCAGCTTTAATAACT 

CCTGGCCTGGCACCCTCACCCCACCCTGACTTTCCCATCCCCCAGCGCTTGTCCTGCTTCACC 

ATACCCCGCCTAAGACTGTAAAGGCCTAAAAACCTCGGCCTGTCCTCCCACCATTCTGCCTGC 

CATATGCCTGTCCCCTTTTCCTCCAAACCCTATTAGGGTACCGGAAGCAGAACCCCTGGGCTG 

AGGCCCTGGCCCTGCCCCCGGCCCCTGCCCCTGCCCGCCCCCCTCCAGTCCAGGCAGTCGAGC 

TCCACCTGCCCTCTCCTGCTGCTTCCTCTCGGTGATATTTTTTCTACGCCAAAACAGACGGGA 

AAGGGAACAAAATAAAGTGAAATCCCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAT^AAAAAAAAAAAT^^ 

AAAAAAAAAAAAAA 
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FIGURE IQO 

MRLLPEWFLLLFGPWLLRKAVSAQIPESGRPQYLGLRPAAAGAGAPGQQLPEPRSSDGLGVGR 
AWSWAWPTNHTGALARAGAAGALPAQRTKRKPSIKAARAKKIFGWGDFYFRVHTLKFSLLVTG 
KIVDHVNGTFSVYFRHNSSSLGNLSVSIVPPSKRVEFGGVWLPGPVPHPLQSTLALEGVLPGL 
GPPLGMAf^AAAGPGLGGSLGGALAGPLGGALGVPGAKESRAFNCHVEYEKTNRARKHRPCLYD 
PSQVCFTEHTQSQAAWLCAKPFKVICIFVSFLSFDYKLVQKVCPDYNFQSEHPYFG 

Xmpor-tan^ features of the protein: 
Signal peptide: 

amino acids 1-22 

Transmembrane domain : 

amino acids 273-288 

N-glycosylation sites , 

amino acids 72-75, 133-137, 143-147, 149-153 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 93-97 

N-myristoylation sites. 

amino acids 35-41, 58-64, 60-66, 81-87, 84-90, 184-190, 194-200, 
203-209, 205-211, 206-212, 209-215, 217-223, 221-227, 224-230 

Cytochrome b/bS Qo site signature. 

amino acids 5-11 
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FIGURE 101 

AATGCCCCATGCGCACCCCACAGCTCGCGCTCCTGCAAGTGTTCTTTCTGGTGTTCCCCGATG 

GCGTCCGGCCTCAGCCCTCTTCCTCCCCATCAGGGGCAGTGCCCACGTCTTTGGAGCTGCAGC 

GAGGGACGGATGGCGGAACCCTCCAGTCCCCTTCAGAGGCGACTGCAACTCGCCCGGCCGTGC 

CTGGACTCCCTACAGTGGTCCCTACTCTCGTGACTCCCTCGGCCCCTGGGAATAGGACTGTGG 

ACCTCTTCCCAGTCTTACCGATCTGTGTCTGTGACTTGACTCCTGGAGCCTGCGATATAAATT 

GCTGCTGCGACAGGGACTGCTATCTTCTCCATCCGAGGACAGTTTTCTCCTTCTGCCTTCCAG 

GCAGCGTAAGGTCTTCAAGCTGGGTTTGTGTAGACAACTCTGTTATCTTCAGGAGTAATTCCC 

CGTTTCCTTCAAGAGTTTTCATGGATTCTAATGGAATCAGGCAGTTTTGTGTCCATGTGAACA 

ACTCAAACTTAAACTATTTCCAGAAGCTTCAAAAGGTCAATGCAACCAACTTCCAGGCCCTGG 

CTGCAGAGTTTGGAGGCGAATCATTCACTTCAACATTCCAAACTCAATCACCACCATCTTTTT 

ACAGGGCTGGGGACCCCATTCTTACTTACTTCCCCAAGTGGTCTGTAATAAGCTTGCTGAGAC 

AACCTGCAGGAGTTGGAGCTGGGGGACTCTGTGCTGAAAGCAATCCTGCAGGTTTCCTAGAGA 

GTAAAAGTACAACTTGCACTCGTTTTTTCAAGAACCTGGCTAGTAGCTGTACCTTGGATTCAG 

CCCTCAATGCTGCCTCTTACTATAACTTCACAGTCTTAAAGGTTCCAAGAAGCATGACTGATC 

CACAGAATATGGAGTTCCAGGTTCCTGTAATACTTACCTCACAGGCTAATGCTCCTCTGTTGG 

CTGGAAACACTTGTCAGAATGTAGTTTCTCAGGTCACCTATGAGATAGAGACCAATGGGACTT 

TTGGAATCCAGAAAGTTTCTGTCAGTTTGGGACAAACCAACCTGACTGTTGAGCCAGGCGCTT 

CCTTACAGCAACACTTCATCCTTCGCTTCAGGGCTTTTCAACAGAGCACAGCTGCTTCTCTCA 

CCAGTCCTAGAAGTGGGAATCCTGGCTATATAGTTGGGAAGCCACTCTTGGCTCTGACTGATG 

ATATAAGTTACTCAATGACCCTCTTACAGAGCCAGGGTAATGGAAGTTGCTCTGTTAAAAGAC 

ATGAAGTGCAGTTTGGAGTGAATGCAATATCTGGATGCAAGCTCAGGTTGAAGAAGGCAGACT 

GCAGCCACTTGCAGCAGGAGATTTATCAGACTCTTCATGGAAGGCCCAGACCAGAGTATGTTG 

CCATCTTTGGTAATGCTGACCCAGCCCAGAAAGGAGGGTGGACCAGGATCCTCAACAGGCACT 

GCAGCATTTCAGCTATAAACTGTACTTCCTGCTGTCTCATACCAGTTTCCCTGGAGATCCAGG 

TATTGTGGGCATATGTAGGTCTCCTGTCCAACCCGCAAGCTCATGTATCAGGAGTTCGATTCC 

TATACCAGTGCCAGTCTATACAGGATTCTCAGCAAGTTACAGAAGTATCTTTGACAACTCTTG 

TGAACTTTGTGGACATTACCCAGAAGCCACAGCCTCCAAGGGGCCAACCCAAAATGGACTGGA 

AATGGCCATTCGACTTCTTTCCCTTCAAAGTGGCATTCAGCAGAGGAGTATTCTCTCAAAAAT 

GCTCAGTCTCTCCCATCCTTATCCTGTGCCTCTTACTACTTGGAGTTCTCAACCTAGAGACTA 

TGTGAAGAAAAGAAAATAATCAGATTTCAGTTTTCCCTATGAGAAACTCTGAGGCAGCCACTT 

ATCTTGGCTAAATAGAACCTCACCTGCTCATGACCAGAGAGCATTTAGGATAATAGATGACCT 

/y^CTGAAGGAATCCTTGTATATGAAAGGAGTTATTTTAGAAAAGCAATAAAAATATTTTATTC 
ATCNTAAAAAAAAAA 
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MRTPQLALLQVFFLVFPDGVRPQPSSSPSGAVPTSLELQRGTDGGTLQSPSEATATRPAVPGL 
PTWPTLVTPSAPGNRTVDLFPVLPICVCDLTPGACDINCCCDRDCYLLHPRTVFSFCLPGSV 
RSSSWVCVDNSVIFRSNSPFPSRVFMDSNGIRQFCVHVNNSNLNYFQKLQKVNATNFQALAAE 
FGGESFTSTFQTQSPPSFYRAGDPILTYFPKWSVISLLRQPAGVGAGGLCAESNPAGFLESKS 
TTCTRFFKNLASSCTLDSALNAASYYNFTVLKVPRSMTDPQNMEFQVPVILTSQANAPLLAGN 
TCQNVVSQVTYEIETNGTFGIQKVSVSLGQTNLTVEPGASLQQHFILRFRAFQQSTAASLTSP 
RSGNPGYIVGKPLLALTDDISYSMTLLQSQGNGSCSVKRHEVQFGVNAISGCKLRLKPCADCSH 
LQQEIYQTLHGRPRPEYVAIFGNADPAQKGGWTRILNRHCSISAINCTSCCLIPVSLEIQVLW 
AYVGLLSNPQAHVSGVRFLYQCQSIQDSQQVTEVSLTTLVNFVDITQKPQPPRGQPKMDWKWP 
FDFFPFKVAFSRGVFSQKCSVSPILILCLLLLGVLNLETM 

Important features of tlie protein : 
Signal peptide : 

amino acids 1-22 

Transmenibrane domains : 

amino acids 484-505, 581-600 

N-glycosylation sites . 

amino acids 78-82, 165-169, 179-185, 279-285, 331-337, 347-351, 
410-414, 487-491 

N-myristoylation sites. 

amino acids 30-36, 41-47, 124-130, 232-238, 236-242, 409-415 

Prokaryotic membrane lipoprotein lipid attachment site, 

amino acids 420-431 
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FIGURE 103 

CCTAATTCTCAAGGTGATGCTATTTAGGAAGTCATAACTCATGTGAGTGGAGCCATGTGGGAT 
TAAGAAGTGATAGGAGAGCTTGCTGTCTGTCTCTGCTCTCCACTGTGTGAGGATACAACAGGA 
AGACAGCCATCTGGTGAGGAAGAGAGGGCCCTCGCCAGATACCGGACCTGCTGACACCTTGAT 
CTTGGACTTCCCATCTTCCAGGAAGGCCTGACCTCAGTTGTTCCAGGGTAAAGAATTTGGGCA 
GTGCCCACACCCACGCTGTTGGATAACATTTCTTCACCATACCAGTGAGGGTGAATGTGTACA 
CGCCCAGCTTCCTGCCTGTTACTCTCCACAGTATGCGAAGAATATCCCTGACTTCTAGCCCTG 
TGCGCCTTCTTTTGTTTCTGCTGTTGCTACTAATAGCCTTGGAGATCATGGTTGGTGGTCACT 
CTCTTTGCTTCAACTTCACTATAAAATCATTGTCCAGACCTGGACAGCCCTGGTGTGAAGCGC 
AGGTCTTCTTGAATAAAAATCTTTTCCTTCAGTACAACAGTGACAACAACATGGTCAAACCTC 
TGGGCCTCCTGGGGAAGAAGGTATATGCCACCAGCACTTGGGGAGAATTGACCCAAACGCTGG 
GAGAAGTGGGGCGAGACCTCAGGATGCTCCTTTGTGACATCAAACCCCAGATAAAGACCAGTG 
ATCCTTCCACTCTGCAAGTCGAGATGTTTTGTCAACGTGAAGCAGAACGGTGCACTGGTGCAT 
CCTGGCAGTTCGCCACCAATGGAGAGAAATCCCTCCTCTTTGACGCAATGAACATGACCTGGA 
CAGTAATTAATCATGAAGCCAGTAAGATCAAGGAGACATGGAAGAAAGACAGAGGGCTGGAAA 
AGTATTTCAGGAAGCTCTCAAAGGGAGACTGCGATCACTGGCTCAGGGAATTCTTAGGGCACT 
GGGAGGCAATGCCAGAACCGACAGGCAGAAGATCCACCTAGAGGTGATACCACGGCGGCGCAG 
AGTTGTTCACCTGTGGTCCTCGATCGCTGACAGCCTTGGCTCCCACTGCTGTGTGTTCCCTGA 
GTCAAGTGGAGGCGGAGCCTGCAATGAGCGGAGATCGCGCCTCTGCATTCCAGTCTTGGCAAC 
AGAGCAAGACTCCGTCTCAAAAAAAAAAAATTTTTTTTCAGTACATATTTTTTAAAAGATAGG 
GCTGGGCACAGCAGCTCACATCTATAATCCCAACACTTTGGGAGGCCTAGGCAGGAGGATCAC 
TTGAGCCCAGGAATCTGAAGCTGCAGTGAGCCTTTGCTCGTGAGATTGTGGACCTATGATCCT 
ACCACCAGCCCACCTGGTTCTAACACCCCCTCCTCTATGTGTGAGAGGGAGAGAAG7VAAAGTG 
AGGGAGTVAAAGAGAGATAAGCAAAGAACAGAGAGGAAAAATGGAAAATAAGAGGAAATTGGGG 
GAATTAAACAGAGGGGAGGGCATGGATCCCCGGGAGTTAGAAGAGTAGGAGCTTGTGGATTAC 

- ^TACGCAGTGGAGGAAGAAGAGTT-GT^TGGAAATTATT-TGAGAGG-TAGTATA^^ - 

CAGTTTTCTGCATTCACCATTTCTCACAGACTAAGTTACTCATAAGCAAACGTGCT^TTCACA 
TTACACTGAAATTCTTCCCTAATACATCATTTGCATTGGAATAAAGTACGGTTTTCAAAC7VAC 
CTGATATAGCAGAACTGACTGTATAAATTATGTGAGCACAGTGCAAGTAATTCTTTGTTTGTT 
TGTTTGTTTTTTTGAGACAGAGTCTCACTCTATCTCCCAGGCTGGAGTGTAGTGGTGCGATCC 
CGGCTCACTGCAACCTCGATCTCCCAGGCTCAAGCGATTCCCCTGCCTCAGCCTCCTGAGTAG 
CTGGGATTACAGGCATGAGCCACCACGCCCGGCTAATTTTTGTATTTTTAGTAGAGACGGGGT 
TTCACCCTGTTGGCCAGGCTGGTCTCGAACTACGGACCTCAGGTGATCTGCCCCCCTCAGCCT 
CTCAAAGTGCTGGGATTATAGCATGAGCCACTGAGCCCAGACACAAGTAGTTCTTTCTGATAA 
ACACTTTAACACTGAATGCA 
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FIGURE 104 

MRRISLTSSPVRLLLFLLLLLIALEIMVGGHSLCFNFTIKSLSRPGQPWCEAQVFLNKNLFLQ 
YNSDNNMVKPLGLLGKKVYATSTWGELTQTLGEVGRDLRMLLCDIKPQIKTSDPSTLQVEMFC 
QREAERCTGASWQFATNGEKSLLFDAMNMTWTVINHEASKIKETWKKDRGLEKYFRKLSKGDC 
DHWLREFLGHWEAMPEPTGRRST 

Imporbani: fea-tures of 'bhe protiein: 
Sigrnal pep-tlde: 
amino acids 1-23 

Transmembrane domain : 

amino acids 11-30 (possible type II protein) 

N-glycosylation sl'te , 

amino acids 36-39, 154-157 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 2-5, 182-185, 209-212 

Casein kinase II phosphoirylation site. 

amino acids 86-89, 93-96, 142-145, 185-188 

N-myrlstoylatlon site. 

amino acids 46-51 

Amldatlon site. 

amino acids 77-80, 207-210 
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FIGURE 105 

TTTTCCGAGTGACCTTCTTGATGCTGGCTGTTTCTCTCACCGTTCCCCTGCTTGGAGCCATGA 

TGCTGCTGGAATCTCCTATAGATCCACAGCCTCTCAGCTTCAAAGAACCCCCGCTCTTGCTTG 

GTGTTCTGCATCCAAATACGAAGCTGCGACAGGCAGAAAGGCTGTTTGAAAATCAACTTGTTG 

GACCGGAGTCCATAGCACATATTGGGGATGTGATGTTTACTGGGACAGCAGATGGCCGGGTCG 

TAAAACTTGAAAATGGTGAAATAGAGACCATTGCCCGGTTTGGTTCGGGCCCTTGCAAAACCC 

GAGATGATGAGCCTGTGTGTGGGAGACCCCTGGGTATCCGTGCAGGGCCCAATGGGACTCTCT 

TTGTGGCCGATGCATACAAGGGACTATTTGAAGTAAATCCCTGGAAACGTGAAGTGAAACTGC 

TGCTGTCCTCCGAGACACCCATTGAGGGGAAGAACATGTCCTTTGTGAATGATCTTACAGTCA 

CTCAGGATGGGAGGAAGATTTATTTCACCGATTCTAGCAGCAAATGGCAAAGACGAGACTACC 

TGCTTCTGGTGATGGAGGGCACAGATGACGGGCGCCTGCTGGAGTATGATACTGTGACCAGGG 

AAGTAAAAGTTTTATTGGACCAGCTGCGGTTCCCGAATGGAGTCCAGCTGTCTCCTGCAGAAG 

ACTTTGTCCTGGTGGCAGAAACAACCATGGCCAGGATACGAAGAGTCTACGTTTCTGGCCTGA 

TGAAGGGCGGGGCTGATCTGTTTGTGGAGAACATGCCTGGATTTCCAGACAACATCCGGCCCA 

GCAGCTCTGGGGGGTACTGGGTGGGCATGTCGACCATCCGCCCTAACCCTGGGTTTTCCATGC 

TGGATTTCTTATCTGAGAGACCCTGGATTAAAAGGATGATTTTTAAGCTCTTTAGTGAAGAGA 

CGGTGATGAAGTTTGTGCCGCGGTACAGCCTCGTCCTAGAACTCAGCGACAGCGGTGCCTTCC 

GGAGAAGCCTGCATGATCCCGATGGGCTGGTGGCCACCTACATCAGCGAGGTGCACGAACACG 

ATGGGCACCTGTACCTGGGCTCTTTCAGGTCCCCCTTCCTCTGCAGACTCAGCCTCCAGGCTG 

TTTAGCCCTCCCAGATAGCTGCCCCTGCCACGCAGGCCAGGAGTCTTCACACTCAGGCACCAG 

GCCTGGTCCAGGAGGAGCTGTGGACACAGTCGTGGTTCAAGTGTCCACATGCACCTGTTAGTC 

CCTGAGAGGTGGTGGGAATGGCTGCTTCATTCCTCGAGGATGCCCGGGCCCCACCTGGGCTTG 

TCTTTCTGTTTAGAGGGAAGTGTAACATATCTGCCATGAGGAACATAAATTCATGTAAAGCCA 

TTTTCTCTTAAACAAAACAAAACTTTCTAAGTACAATCATTCTCTAGGATTTGGGAAGCTCCT 

TGCACTTGGAACAGGGCTCAGGTGGGTGGAGCAGTAAGGCACTACCCAGAGAGCTTGCTGCTG 

CGGCCCTGTCCTGCGGCCTCAAAGTTCTTCTTTACTATATATAACGTGCGGTCATACCTTTCT 

TCGTTGTGGTGGGGATGGAAGAGCAGAGGGAGCATGGCCCAGGGGTGTTGAGGCCAGCGGTGA 

GAGCCGTGTTAGCCAAGACATGGAACTGTGTTCTCAAGGGTTATGTGGGGCGTGGGCTCTCCA 

TAGTGTGTATGAAAAGCTTGTTGACTCTAGCGGCTCAGAGAGGACTTTGCTGGGTTTCTTTCT 

GTGAATATCTCCGTGCTGACCATGCTGGAATTGGATGATTCTGCAATTCGGGACCTACTGCAG 

GGGTCCGTTTAGTAACGTCTTGTCTGTGATCTTTGTTCTTGACCTCTAGACCCCAAGATGTGA 

ACAGTGCACGTGTTAATGTCATCTTTGCTCATGTGTTATAAGCCCCAAGTTGCTGTATATTTT 

CACAAGTATGTCTACACACTGG 
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FIGURE 1Q6 

MLAVSLTVPLLGAMMLLESPIDPQPLSFKEPPLLLGVLHPNTKLRQAERLFENQLVGPESIAH 
IGDVMFTGTADGRVVKLENGEIETIARFGSGPCKTRDDEPVCGRPLGIRAGPNGTLFVADAYK 
GLFEVNPWKREVKLLLSSETPIEGKNMSFVNDLTVTQDGRKIYFTDSSSKWQRRDYLLLVMEG 
TDDGRLLEYDTVTREVKVLLDQLRFPNGVQLSPAEDFVLVAETTMARIRRVYVSGLMKGGADL 
FVENMPGFPDNIRPSSSGGYWVGMSTIRPNPGFSMLDFLSERPWIKRMIFKLFSQETVMKFVP 
RYSLVLELSDSGAFRRSLHDPDGLVATYISEVHEHDGHLYLGSFRSPFLCRLSLQAV 

Impor'tan't features of the protein: 
Signa.! peptide: 

amino acids 1-13 

Transmembrane domain : 

amino acids 1-21 (possible type II) 

N-glycosylation sites . 

amino acids 116-119, 152-155 

Casein kinase II phosphorylation sites. 

amino acids 19-22, 27-30, 98-101, 146-149, 221-224, 286-289, 332- 
335 

N-myristoylation sites , 

amino acids 71-76, 92-97, 189-194, 244-249, 338-343 

Amidation site. 

amino acids 164-167 
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FIGURE 107 

AACGAAGCGTGCGCGCTTTGGTAACCGGCTAGAAATCCCGCACGCGCGCCTGCCTCCTCTCCC 
CAGGCCTGAGCTGCCCCTCCCACTGCCTTTCCTTCTTCCCGCGAGTCAGAAGCTTCGCGAGGG 
CCCAGAGAGGCGGTGGGGTGGGCGACCCTACGCCAGCTCCGGGCGGGAGAAAGCCCACCCTCT 
CCCGCGCCCCAGGAAACCGCCGGCGTTCGGCGCTGCGCAGAGCCATGGAATTCTCCTGGCTGG 
AGACGCGCTGGGCGCGGCCCTTTTACCTGGCGTTCGTGTTCTGCCTGGCCCTGGGGCTGCTGC 
AGGCCATTAAGCTGTACCTGCGGAGGCAGCGGCTGCTGCGGGACCTGCGCCCCTTCCCAGCGC 
CCCCCACCCACTGGTTCCTTGGGCACCAGAAGTTTATTCAGGATGATAACATGGAGAAGCTTG 
AGGA7YATTATTGAAAAATACCCTCGTGCCTTCCCTTTCTGGATTGGGCCCTTTCAGGCATTTT 
TCTGTATCTATGACCCAGACTATGCAAAGACACTTCTGAGCAGAACAGATCCCAAGTCCCAGT 
ACCTGCAGAAATTCTCACCTCCACTTCTTGGAAAAGGACTAGCGGCTCTAGACGGACCCAAGT 
GGTTCCAGCATCGTCGCCTACTAACTCCTGGATTCCATTTTAACATCCTGAAAGCATACATTG 
AGGTGATGGCTCATTCTGTGAAAATGATGCTGGATAAGTGGGAGAAGATTTGCAGCACTCAGG 
ACACAAGCGTGGAGGTCTATGAGCACATCAACTCGATGTCTCTGGATATAATCATGAAATGCG 
CTTTCAGCAAGGAGACCAACTGCCAGACAAACAGCACCCATGATCCTTATGCAAAAGCCATAT 
TTGAACTCAGCAAAATCATATTTCACCGCTTGTACAGTTTGTTGTATCACAGTGACATAATTT 
TCAAACTCAGCCCTCAGGGCTACCGCTTCCAGAAGTTAAGCCGAGTGTTGAATCAGTACACAG 
ATACAATAATCCAGGAAAGAAAGAAATCCCTCCAGGCTGGGGTAT^GCAGGATAACACTCCGA 
AGAGGAAGTACCAGGATTTTCTGGATATTGTCCTTTCTGCCAAGGATGAAAGTGGTAGCAGCT 
TCTCAGATATTGATGTACACTCTGAAGTGAGCACATTCCTGTTGGCAGGACATGACACCTTGG 
CAGCAAGCATCTCCTGGATCCTTTACTGCCTGGCTCTGAACCCTGAGCATCAAGAGAGATGCC 
GGGAGGAGGTCAGGGGCATCCTGGGGGATGGGTCTTCTATCACTTGGGACCAGCTGGGTGAGA 
TGTCGTACACCACAATGTGCATCAAGGAGACGTGCCGATTGATTCCTGCAGTCCCGTCCATTT 
CCAGAGATCTCAGCAAGCCACTTACCTTCCCAGATGGATGCACATTGCCTGCAGGGATCACCG 
TGGTTCTTAGTATTTGGGGTCTTCACCACAACCCTGCTGTCTGGAAAAACCCAAAGGTCTTTG 
ACCCCTTGAGGTTCTCTCAGGAGAATTCTGATCAGAGACACCCCTATGCCTACTTACCATTCT 
CAGCTGGATCT^GGAACTGCATTGGGCAGGAGTTTGCCATGATTGAGTTAAAGGTAACCATTG 
CCTTGATTCTGCTCCACTTCAGAGTGACTCCAGACCCCACCAGGCCTCTTACTTTCCCCAACC 
ATTTTATCCTCAAGCCCAAGAATGGGATGTATTTGCACCTG.QAGAAACTCTCTGAATGT TAG A 
TCTCAGGGTACAATGATTAAACGTACTTTGTTTTTCGAAGTTAT^TTTACAGCTAATGATCCA 
AGCAGATAGAAAGGGATCAATGTATGGTGGGAGGATTGGAGGTTGGTGGGATAGGGGTCTCTG 
TGAAGAGATCCAAAATCATTTCTAGGTACACAGTGTGTCAGCTAGATCTGTTTCTATATAACT 
TTGGGAGATTTTCAGATCTTTTCTGTT/y^CTTTCACTACTATTAATGCTGTATACACCAATA 
GACTTTCATATATTTTCTGTTGTTTTTA7VAATAGTTTTCAGAATTATGCAAGTAATAAGTGCA 
TGTATGCTCACTGTCAAAAATTCCCAACACTAGAAAATCATGTAGAATAAAAATTTTAAATCT 
CACTTCACTTAGCCGACATTCCATGCCCTGACCAATCCTACTGCTTTTCCTAAAAACAGAATA 
ATTTGGTGTGCATTCTTTCAGACTTTTTCCTATACATTTTATATGTAGAAATGTAGCAATGTA 
TTTGTATAGATGTGATCATTCCTATATTGTTATTGATTTTTTTCACTTAATAAAAATTCACCT 
TATTCCTTAAAA 
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FIGURE 1Q8 

MEFSWLETRWARPFYLAFVFCLALGLLQAIKLYLRRQRLLRDLRPFPAPPTHWFLGHQKFIQD 
DNMEKLEEIIEKYPRAFPFWIGPFQAFFCIYDPDYAKTLLSRTDPKSQYLQKFSPPLLGKGLA 
ALDGPKWFQHRRLLTPGFHFNILKAYIEVMAHSVKMMLDKWEKICSTQDTSVEVYEHINSMSL 
DIIMKCAFSKETNCQTNSTHDPYAKAIFELSKIIFHRLYSLLYHSDIIFKLSPQGYRFQKLSR 
VLNQYTDTIIQERKKSLQAGVKQDNTPKRKYQDFLDIVLSAKDESGSSFSDIDVHSEVSTFLL 
AGHDTLAASISWILYCLALNPEHQERCREEVRGILGDGSSITWDQLGEMSYTTMCIKETCRLI 
PAVPSISRDLSKPLTFPDGCTLPAGITVVLSIWGLHHNPAVWKNPKVFDPLRFSQENSDQRHP 
YAYLPFSAGSRNCIGQEFAMIELKVTIALILLHFRVTPDPTRPLTFPNHFILKPKNGMYLHLK 
KLSEC 

Important: fea'tur-es of the protein : 
Signal peptide : 

amino acids 1-29 

Transmembrane domains : 

amino acids 310-330, 397-413, 459-473 

N-glycosylation site. 

amino acids 206-210 

cAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids. 265-269, 504-520 

N-myristoylation sites . 

amino acids 25-31, 298-304, 353-359, 450-456, 456-462 

Cytochrome P450 cysteine heme-iron ligand signature. 

amino acids 447-457 

Cytochrome P450 cysteine heme-iron ligand proteins. 

amino acids 444-475 
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FIGURE 109 

GGCGTTCCGGGCCTCAACTTTGGCGTCGTGAGATTCTTGTGAGGCGTCTGCCTGGAAGCCGGC 
AGCAATTTTGCTTCTTTAAAGAGAAAAAGAAGGCTAGGGACTCAGATTCCTGGATTCTGAGAT 
CCAGACCAGCTCCTCCCAGACCTCTCCAGAAGAAGCCATGGGAACCCCTCGTATCCAGCATTT 
GCTGATCCTCCTGGTCCTAGGAGCCTCCCTCCTGACCTCGGGCCTAGAGCTGTATTGTCAAAA 
GGGTCTGTCCATGACTGTGGAAGCAGATCCAGCCAATATGTTTAACTGGACCACAGAGGAAGT 
GGAGACTTGTGACAAAGGGGCACTTTGCCAGGAAACCATACTAATAATTAAAGCAGGGACTGA 
GACAGCCATTTTGGCCACGAAGGGCTGCATCCCGGAAGGGGAGGAGGCCATAACAATTGTCCA 
GCACTCTTCACCTCCCGGCCTGATCGTGACCTCCTACAGTAACTACTGTGAGGATTCCTTCTG 
TAATGACAAAGACAGCCTGTCTCAGTTTTGGGAGTTCAGTGAGACCACAGCTTCCACTGTGTC 
AACAACCCTCCATTGTCCAACCTGTGTGGCTTTGGGGACCTGTTTCAGTGCTCCTTCTCTTCC 
CTGTCCCT^TGGTACAACTCGATGCTATCT^GGAAAACTTGAGATCACTGGAGGTGGCATTGA 
GTCGTCTGTGGAGGTCAAAGGCTGTACAGCCATGATTGGCTGCAGGCTGATGTCTGGAATCTT 
AGCAGTAGGACCCATGTTTGTGAGGGAAGCGTGCCCACATCAGCTGCTCACTCAACCTCGAAA 
GACTGAAAATGGGGCCACCTGTCTTCCCATTCCTGTTTGGGGGTTACAGCTACTGCTGCCATT 
GCTGCTGCCATCATTTATTCACTTTTCCTAAGAAGGCACTTCTGGGCCTGGGTCTGAGGACAT 
CTTTTTTGACTGGGAGCCTTCTTACTGTTGAGGTTCAACAAGCTGAGGAGTAGATGGGAATTT 
GAGGGAGAATACAGAGATACTATGAACGTATTTGACATTTTTAATACAATTTCTGCTATAATT 
TTTGTATGCAGTAGGCGTTACTAATAAACATTTCTGCTGTGA 
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FIGTOE 110 



MGTPRIQHLLILLVLGASLLTSGLELYCQKGLSMTVEADPANMFNWTTEEVETCDKGALCQET 
ILIIKAGTETAILATKGCIPEGEEAIxTIVQHSSPPGLIVTSYSNYCEDSFCNDKDSLSQFWEF 
SETTASTVSTTLHCPTCVALGTCFSARSLPCPNGTTRCYQGKLEITGGGIESSVEVKGCTAMI 
GCRLMSGILAVGPMFVREACPHQLLTQP^KTENGATCLPIPVWGLQLLLPLLLPSFIHFS 



Impor-ban-t features of the protein: 
Slgr^al peptide: 

amino acids 1-23 

Transmembrane domain: 

amino acids 184-201 

N-glycosylation sites , 

amino acids 45-49, 159-163 

N-myristbylation sites. 

amino acids 31-37, 70-76, 99-105, 147-153, 160-166, 174-180, 
175-181 
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FIGURE 1 11 



CGAGAAGAGGACAGAGGAGACTGAGCAAAGGGGGGTGGGCTCCAGGCGACCCCTAGCCCAATTCTGCCCCTCCAT 
CCCAAGGGGCAGAGAAATTGTCTTTCTTTGCTGACTCGTACGAGGAAAAAAAAAAAAAAAAAAAAAACCATTTAA 
AGGGAAAGATAAACGGAGACGGAGGAAAGGTGGCAGGfcAGATTACTTAGAGAGGCACAGAGGAGAGAGATCGGGG 
TGAGTCGCCATGGGGACTCCCAGGGCCCAGCACCCG/JCGCCTCCCCAGCTGCTGTTCCTAATTCTGCTGAGCTGT 
CCCTGGATCCAGGGTCTGCCCCTGAAGGAGGAGGAGATATTGCCAGAGCCTGGAAGTGAGACCCCCACGGTGGCC 

tctgaggccctggctgaactgcttcatggggccct/gctgaggaggggcccagagatgggctacctgccaggatct 
gatccggaccccacgctagccacccctccggccgsccagactctcgcagtgccctccctgccacgggccactgag 
ccggggacagggcctctgacaacagccgtcacccctaacggggtcaggggggcaggccccactgcgccagaactg 

CTGACCCCGCCCCCAGGAACCACAGCCCCACCCCCACCCAGCCCTGCCTCCCCAGGGCCTCCCCTTGGGCCTGAG 

ggaggagaggaggagacgacgaccaccatcatcaccacgacaactgttaccactacggtgaccagcccagttctg 
tgtaataacaacatctccgagggcgaagggtatgtggagtctccagatctggggagccccgtcagccgcaccctg 
gggctcctggactgcacttacagcatccatgtctaccctggctacggcattgagatccaggtgcagacgctgaac 
ctgtcacagg7uvgaggagctcctggtgctggctggtgggggatccccaggcctggccccccgactcctggccaac 

TCATCCATGCTTGGAGAAGGACAAGTCCTTCGGAGCCCT^CCAACCGGCTGCTTCTGCACTTCCAGAGCCCACGG 
GTCCCAAGGGGCGGTGGCTTCAGGATCCACTATCAGGCCTACCTCCTGAGCTGTGGCTTCCCTCCCCGGCCGGCC 

catggggacgtgagtgtgacggacctgcaccctgggggcactgccacctttcactgtgattcgggctaccagctg 
cagggagaggagaccctcatctgcctca.^tggcacccggccatcctggaacggtgaaacccccagctgcatggca 
tcctgtggtggcaccatccacaatgccaccctgggccgcatcgtgtccccagagcctgggggagccgtagggccc 
aacctcacctgccgttgggtcattgaagcagctgaggggcgccggctgcacctgcactttgaaagggtctcgctg 
gatgaggacaatgaccggctgatggtgcgctcagggggcagccccctatcccccgtgatctatgattcggacatg 
gacgatgtccccgagcggggtctcatcagtgacgcccagtccctctacgtggagctgctgtcagagacacctgcc 
aatcccctgctgttaagccttcgatttgaagcctttgaggaggatcgctgcttcgcccccttcctggcacatgga 
aatgtcactaccacggaccctgagtatcgcccaggggcactggcaaccttctcgtgcctcccaggatatgccctg 
gagccccctgggccccccaatgccatcgaatgtgtggatcccacagaaccccactggaacgacacagagccggcc 
tgcaaagccatgtgtggaggggagctgtcggaaccagctggcgtggtcctctctcccgactggccccagagctat 
agcccgggccaagactgcgtgtggggcgtgcacgtccaggaagagaagcgcatcttgctccaagttgagatattg 
aatgtgcgggaaggggacatgctgacgctgttcgacggggacggtcccagcgcccgagtcttggcccagctgcgg 
ggacctcagccgcgccgccgccttctctcctctgggcccgacctcacactgcagtttcaggcaccgcccgggccc 
ccaaatccaggcctgggccagggcttcgtattgcacttcaaagaggtcccgaggaacgacacgtgccccgagctg 
ccacctccggagtggggctggagaacggcatcccacggggacctgatccggggcacggtgctcacctaccagtgc 
gagcctggctacgagctgctaggctccgacattctcacttgccagtgggacctgtcttggagcgccgcgccgccc 
gcctgccaaaagatcatgacttgtgctgaccctggcgagattgccaacgggcaccgcaccgcctcggacgccggc 
ttccccgttggctcccacgtgcagtaccgctgcctgccagggtacagcctcgagggggcagccatgctcacctgc 
tacagccgggacacaggcacacccaagtggagcgatagggtccccaaatgcgccttgaagtacgagccgtgcctg 
aacccgggggttcccgagaatggctaccagacgctgtacaagcaccactaccaggcgggcgagtctctgcgcttc 
ttctgctatgagggctttgagcttatcggcgaggtcaccatcacctgtgtgcccggccacccctcccagtggacc 
agccagcccccactctgcaaagtgacccagaccacagatccatcacggcagctggaaggggggaacctggccctg 
gccatcctgctgcctctaggcttggtcattgtcctcggcagtggcgtttacatctactacaccaagcttcaggga 
aagtcccttttcggcttctcgggctcccactcctacagccccatcaccgtggagtcggacttcagcaacccgctg 
tatgaagctggggatacgcgggagtatgaagtttccatctgaaccccaagactacagctgcaggacccaggacgc 

CCCTCCCCTCCTCATTCGGGCAGAGGGAAATACGGGACCCGGTCTCTGCCTCCTGGCTGCCCTCCTCCCTGGCTG 

tgtaju\tagtctccctatcccacgagggggctttgatggccctggagatcctacagtaaataaaccagcatcctg 
ccgcccaaaaaa 
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FIGURE 112 

MGTPRAQHPPPPQLLFLILLSCPWIQGLPLKEEEILPEPGSETPTVASEALAELLHGALLRRG 
PEMGYLPGSDPDPTLATPPAGQTLAVPSLPRATEPGTGPLTTAVTPNGVRGAGPTAPELLTPP 
PGTTAPPPPSPASPGPPLGPEGGEEETTTTIITTTTVTTTVTSPVLCNNNISEGEGYVESPDL 
GSPVSRTLGLLDCTYSIHVYPGYGIEIQVQTLNLSQEEELLVLAGGGSPGLAPRLLANSSMLG 
EGQVLRSPTNRLLLHFQSPRVPRGGGFRIHYQAYLLSCGFPPRPAHGDVSVTDLHPGGTATFH 
CDSGYQLQGEETLICLNGTRPSWNGETPSCMASCGGTIHNATLGRIVSPEPGGAVGPNLTCRW 
VIEAAEGRRLHLHFERVSLDEDNDRLMVRSGGSPLSPVIYDSDMDDVPERGLISDAQSLYVEL 
LSETPANPLLLSLRFEAFEEDRCFAPFLAHGNVTTTDPEYRPGALATFSCLPGYALEPPGPPN 
AIECVDPTEPHWNDTEPACKAMCGGELSEPAGVVLSPDWPQSYSPGQDCVWGVHVQEEKRILL 
QVEILNVREGDMLTLFDGDGPSARVLAQLRGPQPRRRLLSSGPDLTLQFQAPPGPPNPGLGQG 
FVLHFKEVPRNDTCPELPPPEWGWRTASHGDLIRGTVLTYQCEPGYELLGSDILTCQWDLSWS 
AAPPACQKIMTCADPGEIANGHRTASDAGFPVGSHVQYRCLPGYSLEGAAMLTCYSRDTGTPK 
WSDRVPKCALKYEPCLNPGVPENGYQTLYKHHYQAGESLRFFCYEGFELIGEVTITCVPGHPS 
QWTSQPPLCKVTQTTDPSRQLEGGNLALAILLPLGLVIVLGSGVYIYYTKLQGKSLFGFSGSH 
SYSPITVESDFSNPLYEAGDTREYEVSI 

Important features of the protein: 
Sxgnal peptide: 

amino acids 1-27 
Transmeinl:>rane domain : 
amino acids 842-864 
N-glycosylation sites . 

amino acids 176-180, 222-226, 247-251, 332-336, 355-359, 373-377, 

473-477,-517-521, 641-645 

Tyrosine kinase phosphorylation site . 

amino acids 61-69 

N-myristoylation sites. 

amino acids 2-8,. 84-90, 111-117, 114-120, 190-196, .198-204, 
235-241, 309-315, 333-339, 351-357, 472-478, 484-490, 528-534, 
626-632, 665-671, 775-781, 842-848 
J^idation site . 
amino acids 384-388 

Prokaryotic membrane lipoprotein lipid attachment site . 

amino acids 12-23 

CUB domain proteins profile. 

amino acids 202-218, 376-392, 553-569 
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FIGURE 113 

GCCGCGGGCGGAGCTGCCTGCCGGTCCCGCGCCGCGCGTCCGCACTCCTCGGCCCTCGGGCGGTCGATGGGACGG 
GGCGCCGCGGAGCAGGAGGCGGCGCCCGTCGGGGTGCTCGGGCCGCGCGGGAGCCCACTGTGGGGCTCGGGCATG 
GCGGGCCGCAGGACCTGAGCTCTCCTCAGGGGAGCGGGGAGGCAGCTGCTGGCCGGCGATGGGGACGGAGTGGGG 
CCGTCGCCGCCGCGCCGAGCCGTGAGCGCCGAGCCACCGCCGCCGCTACCTCAGCCCTTCGCGAAGCGCCGGGCA 
GCTCGGGAACATGGCCCTGGAGCGGCTCTGCTCGGTCCTCAAAGTGTTGTTAATAACAGTACTGGTAGTGGAAGG 
GATTGCCGTGGCCCAAAAAACCCT^GATGGACAAAATATTGGAATCAAGCATATTCCTGCAACCCAGTGTGGCAT 
TTGGGTTCGAACCAGCAATGGAGGTCATTTTGCTTCGCCAAATTATCCTGACTCATATCCACCAAACAAGGAGTG 
TATCTACATTTTGGAAGCTGCTCCACGTCAAAGAATAGAGTTGACCTTTGATGAACATTATTATATAGAACCATC 
ATTTGAGTGTCGGTTTGATCACTTGGAAGTTCGAGATGGGCCATTTGGTTTCTCTCCTCTTATAGATCGTTACTG 
TGGCGTGAAAAGCCCTCCATTAATTAGATCAACAGGGAGATTCATGTGGATTAAGTTTAGTTCTGATGAAGAGCT 
TGAAGGACTGGGATTTCGAGCAAAATATTCATTTATTCCAGATCCAGACTTTACTTACCTAGGAGGTATTTTAAA 
TCCCATTCCAGATTGTCAGTTCGAGCTCTCGGGAGCTGATGGAATAGTGCGCTCTAGTCAGGTAGAACAAGAGGA 
GAAAACAAAACCAGGCCAAGCCGTTGATTGCATCTGGACCATTAAAGCCACTCCTW^GCTAAGATTTATTTGAG 
GTTCCTAGATTATCAAATGGAGCACTCAAATGAATGCAAGAGAAACTTCGTTGCAGTCTATGATGGAAGCAGTTC 
TATTGAAAACCTGAAGGCCAAGTTTTGCAGCACTGTGGCCAATGATGTAATGCTTAAAACAGGAATTGGAGTGAT 
TCGAATGTGGGCAGATGAAGGTAGTCGGCTTAGCAGGTTTCGAATGCTCTTTACTTCCTTTGTGGAGCCTCCCTG 
CACAAGCAGCACTTTCTTTTGCCATAGCAACATGTGCATCAATAATTCTTTAGTCTGTAATGGTGTCCAAAATTG 
TGCATACCCTTGGGATGAAAATCATTGTAAAGAAAAGAAAAAAGCAGGAGTATTTGAACAAATCACTAAGACTCA 
TGGAACAATTATTGGCATTACTTCAGGGATTGTCTTGGTCCTTCTCATTATTTCTATTTTAGTACAAGTGAAACA 
GCCTCGAAAAAAGGTCATGGCTTGCAAAACCGCTTTTAATAAAACCGGGTTCCAAGAAGTGTTTGATCCTCCTCA 
TTATGAACTGTTTTCACTAAGGGACAAAGAGATTTCTGCAGACCTGGCAGACTTGTCGGAAGAATTGGACAACTA 
CCAGAAGATGCGGCGCTCCTCCACCGCCTCCCGCTGCATCCACGACCACCACTGTGGGTCGCAGGCCTCCAGCGT 
CAAACAAAGCAGGACCAACCTCAGTTCCATGGAACTTCCTTTCCGAAATGACTTTGCACAACCACAGCCAATGAA 
AACATTTAATAGCACCTTCAAGAAAAGTAGTTACACTTTCAAACAGGGACATGAGTGCCCTGAGCAGGCCCTGGA 
AGACCGAGTAATGGAGGAGATTCCCTGTGAAATTTATGTCAGGGGGCGAGAAGATTCTGCACAAGCATCCATATC 
CATTGACTTCTAATCTTCTGCTAATGGTGATGTGAATTCTTAGGGTGTGTACGTACGCAGCCTCCAGGGCACCAT 
ACTGTTTCCAGCAGCCAACCCTTTTCTCCCATCACAACTACGAAGACCTTGATTTACCGTTAACCTATTGTATGG 
TGATGTTTTTATTCTCTCAGGCAGTCTATATATGTTAAACCAATCAAGGAACTTACTCTATTCAGTGGAAACAAT 
AATCATCTCTATTGCTTGGTGTCATTTATAGGAAGCACTGCCAGTTAAAGAGCATTAGAAGAGGTGGTTGGATGG 
AGCCAGGCTCAGGCTGCCTCTTCGTTTTAGCAACAAGAAGACTGCTCTTGACTGATAACAGCTCTGTCAATATTT 
TGATGCCACAATAAACTTGATTTTTTTTTACATTCCTTTTATTTTTCCTTTCTCTAAATTTAATTTGrTTTATAA 
GCCTATCGTTTTACCATTTCATTTTCTTACATAAGTACAAGTGGTTAATGTACCACATACTTCAGTATAGGCATT 
TGTTCTTGAGTGTGTCAAAATACAGCTAGTTACTGTGCCAATTAAGACCCAGTTGTATTTCACCCATCTGTTTCT 
TCTTGGCTAATCTCTGTACTTCTGCCTTTTAATTACTGGGCCCTTATTCCTTATTTTCTGTGAGAAATAATAGAT 
GATATGATTTATTACCTTTCAATTATATTTTTCTCAGTTATACTAGAAAATTTCATAATCCTGGGATATATGTAC 
CATTGTCAGCTATGACTAAAAATTTGAAAAAGATAAAAATTTCTAGCAAGCCTTTGAAGTTTACCAAGTATAGTC 
ACATTCAGTGACAGCCCATTCATTCCAGTAAAGAATCATTTCATTCACTTTGGGAGAGGCCTATAATTACATTTA 
TTTGCAATGTTTCTCTTCGCTAGATTGTTACATAGCTCCCATTCTGTTGGTTTTGCTTACAGCATATGGTAACCA 
AGGTTAGATGCCAGTTAAAATTCCTTAGAAATTGGATGAGCCTTGAGATTGCTTCTTAACTGGGACATGACATTT 
TTCTAGCTCTTATCAAGAATAACAACTTCCACTTTTTTTTAAACTGCACTTTTGACTTTTTTTATGGTATAAAAA 
CAATAATTTATAAACATAAAAGCTCATTGTGTTTTTTAGACTTTTGATATTATTTGATACTGTACAAACTTTATT 
AAATCAAGATGAAAGACCTACAGGACAGATTCCTTTCAGTGTTCACATCAGTGGCTTTGTATGCAAATATGCTGT 
GTTGGACCTGGACGCTATAACTTATTGTAAAGACCTTGGAAATi^TGGACATAAGCTCTTTCTTTCCTTTTGTTAC 
TGTATTTAGTTTGTGATAAATTTTTCACTGTGTGATATTTATGCTCTAAATCACTACACAAATCCCATATTAAAA 
TATACATTGTACCTGAAAAAAAA - 
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FIGUIRE 114 

MALERLCSVLKVLLITVLVVEGIAVAQKTQDGQNIGIKHIPATQCGIWVRTSNGGHFASPNYP 
DSYPPNKECIYILEAAPRQRIELTFDEHYYIEPSFECRFDHLEVRDGPFGFSPLIDRYCGVKS 
PPLIRSTGRFMWIKFSSDEELEGLGFRAKYSFIPDPDFTYLGGILNPIPDCQFELSGADGIVR 
SSQVEQEEKTKPGQAVDCIWTIKATPKAKIYLRFLDYQMEHSNECKRNFVAVYDGSSSIENLK 

akfcstvandvmlktgigvirmwadegsrlsrfrmlftsfveppctsstffchsnmcinnslv 
cngvqncaypwdenhckekkkagvfeqitkthgtiigitsgivlvlliisilvqvkqprkkviyi 
acktafnktgfqevfdpphyelfslrdkeisadladlseeldnyqkmrrsstasrgihdhhcg 
sqassvkqsrtnlssmelpfrndfaqpqpmktfnstfkkssytfkqghecpeqaledrvmeei 

PCEIYVRGREDSAQASISIDF 

Important features of the protein : 
Signal peptide : 

amino acids 1-22 

TransineTnh)rane domain : 

amino acids 348-369 

N-glycosylation sites. 

amino acids 311-315, 385-389, 453-457, 475-479; 

cAMP- and cGMP-dependent protein kinase phosphorylation sites. 

amino acids 426-430, 479-483 

N-myristoylation sites. 

amino acids 22-28, 32-38, 54-60, 186-192, 279-285, 318-324, 
348-354, 352-358, 441-447 
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FIGURE 115 



GGTCTCTGTCCTTGGCTGTGGCTCCTGCGCTCTGGCTGAGCCATGTTCCTTGTCCTCGCCCTC 
CTCACTGAGCTTGGAAGACTGCAAGCCCACGAAGGTTCTGAAGGAATATTTCTGCATGTCACA 
GTTCCACGGAAGATTAAGTCAAATGACAGTGAAGTTTCAGAGAGGAAGATGATTTACATCATT 
ACAATTGATGGACAACCTTACACTCTACATCTCGGAAAACAATCATTCTTACCCCAGAACTTT 
TTGGTTTATACATATAATGAAACTGGATCTTTGCATTCTGTGTCTCCATATTTTATGATGCAT 
TGCCATTACCAAGGATATGCTGCCGAATTTCCAAATTCATTTGTGACACTCAGTATATGTTCT 
GGTCTCAGGGGATTTCTCCAGTTTGAAAATATCAGTTATGGAATTGAACCAGTAGAATCTTCA 
GCAAGATTTGAGCATATAATTTATCAAATGAAAAATAATGATCCAAATGTATCCATTTTAGCA 
GTAAATTACAGTCATATTTGGCAGAAAGACCAGCCCTACAAAGTTCCTTTAAACTCACAGATA 
AAAAATCTTTCAAAACTATTACCCCAATATCTGGAAATATACATTATAGTGGAAAAAGCTTTG 
ATGTTTACCCAGTTCAAATTGACTGTTATACTGTCTTCCTTGGAATTGTGGTCAAATGAAAAC 
CAGATTTCCACCAGTGGGGATGCTGATGATATATTACAAAGATTTTTGGCATGGT^AACGGGAC 
TATCTCATCCTACGGCCCCATGACATAGCATACTTACTTGTTTACAGGAAACATCCTAAATAT 
GTGGGAGCAACATTTCCTGGCACCGTATGCAATAAAAGCTATGATGCAGGTATTGCTATGTAT 
CCAGATGCAATAGGTTrGGAGGGATTTTCGGTTATTATAGCTCAACTGCTTGGCCTTAATGTA 
GGATTAACATATGATGACATCACTCAGTGTTTCTGTCTGAGAGCTACATGCATCATGAATCAT 
GAAGCAGTGAGTGCCAGTGGTAGAAAGATTTTTAGCAACTGCAGCATGCACGACTATAGATAT 
TTTGTTTCAAAATTTGAGACTAAATGCCTTCAGAAGCTTTCAAATTTGCAACCATTACATCAA 
AATCAACCAGTGTGTGGTAATGGGATTTTGGAATCCAATGAAGAATGTGACTGTGGTAATAAA 
AATGAATGTCAATTTAAGAAGTGCTGTGATTATAACACATGTAAACTGAAGGGCTCAGTAAAA 
TGTGGTTCTGGACCATGTTGTACATCAAAGTGTGAGTTGTCAATAGCAGGCACTCCATGTAGA 
AAGAGTATTGATCCAGAGTGTGATTTTACAGAGTACTGCAATGGAACCTCTAGTAATTGTGTT 
CCTGACACTTATGCACTGAATGGCCGTTTGTGCAAGTTGGGAACTGCCTATTGCTATAACGGA 
CAATGTCAAACTACTGATAACCAGTGTGCCAAGATATTTGGAAAAGGTGCTCAAGGTGCTCCA 
TTTGCCTGTTTTAAAGAAGTTAATTCTCTGCATGAAAGATCTGAT^AACTGTGGTTTTAAAAAT 
TCACAACCATTACCTTGTGAACGGAAGGATGTTCTCTGTGGAAT^ATTAGCTTGTGTTCAGCCA 
CATAAAAATGCTAATAAAAGTGACGCTCAATCTACAGTTTATTCATATATTCAAGACCATGTA 
TGTGTATCTATAGCCACTGGTTCCTCCATGAGATCAGATGGAACAGACAATGCCTATGTGGCT 
GATGGCACCATGTGTGGTCCAGAAATGTACTGTGTAAATAAAACCTGCAGAAAAGTTCATTTA 
ATGGGATATAACTGTAATGCCACCACAAAATGCAAAGGGAAz^GGGATATGTAATAATTTTGGT 
AATTGTCAATGCTTCCCTGGACATAGACCTCCAGATTGTAAATTCCAGTTTGGTTCCCCAGGG 
GGTAGTATTGATGATGGAAATTTTCAGAAATCTGGTGACTTTTATACTGAAAAAGGCTACAAT 
ACACACTGGAACAACTGGTTTATTCTGAGTTTCTGCATTTTTCTGCCGTTTTTCATAGTTTTC 
ACCACTGTGATCTTTAAAAGAAATGAAATT^AGTAAATCATGTAACAGAGAGAATGCAGAGTAT 
AATCGTAATTCATCCGTTGTATCAGAAAGCGATGACGTGGGACATTAATATTGCACAGT^CTT 
CCATAGCAAATAACCTAAAGGAACGAATGTGCTTTATTTATAAGCTTACGTTATCCCCAATGC 
ATTGTAAATGTCAAACTTTTGGAAAATAAAGCCTGCGTGCCCTCCC 
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FIGURE 116 

MFLLLALLTELGRLQAHEGSEGIFLHVTVPRKIKSNDSEVSERKMIYIITIDGQPYTLHLGKQ 
SFLPQNFLVYTYNETGSLHSVSPYFMMHCHYQGYAAEFPNSFVTLSICSGLRGFLQFENISYG 
lEPVESSARFEHIIYQMKNNDPNVSILAVNYSHIWQKDQPYKVPLNSQIKNLSKLLPQYLEIY 
IIVEKALMFTQFKLTVILSSLELWSNENQISTSGDADDILQRFLAWKRDYLILRPHDIAYLLV 
YRKHPKYVGATFPGTVCNKSYDAGIAMYPDAIGLEGFSVIIAQLLGLNVGLTYDDITQCFCLR 
ATCIMNHEAVSASGRKIFSNCSMHDYRYFVSKFETKCLQKLSNLQPLHQNQPVCGNGILESNE 
ECDCGNKNECQFKKCCDYNTCKLKGSVKCGSGPCCTSKCELSIAGTPCRKSIDPECDFTEYCN 
GTSSNCVPDTYALNGRLCKLGTAYCYNGQCQTTDNQCAKIFGKGAQGAPFACFKEVNSLHERS 
ENCGFKNSQPLPCERKDVLCGKLACVQPHKNANKSDAQSTVYSYIQDHVCVSIATGSSMRSDG 
TDNAYVADGTMCGPEMYCVNKTCRKVHLMGYNCNATTKCKGKGICNNFGNCQCFPGHRPPDCK 
FQFGSPGGSIDDGNFQKSGDFYTEKGYNTHWNNWFILSFCIFLPFFIVFTTVIFKRNEISKSC 
NRENAEYNRNSSVVSESDDVGH 

Impor-bant: features of the protein: 
Signal peptide : 
amino acids 1-16 
Transmembrane domain : 
amino acids 665-684 
N-glycosylation sites . 

amino acids 36-39, 76-79, 122-125, 149-152, 156-159, 177-180, 
270-273, 335-338, 441-444, 537-540, 587-590, 601-604, 703-706 
Casein kinase II phosphorylation sites. 

amino acids 74-77, 208-211, 221-224, 304-307, 337-340, 346-349, 
376-380, 415-418, 499-502, 639-642, 708-711 
Tyrosine kinase phosphorylation site, 
amino acids 243-249 
N-myristoylation sites. 

amino acids 53-58, 79-84, 266-271, 298-303, 372-377, 403-408, 
408-413, 442-447, 462-467, 469-474, 488-493, 567-572, 610-615, 
616-621, 634-639 
Amidation site . 
amino acids 328-331 
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FIGURE 117 

CCCACGCGTCCGCGGACGCGTGGGGCTCAGTGGGCGTCGCGCGAAGGCTAAGGGAGTGTGGCG 
GGCGGCTCCGGGAGCCAACMGCCTCGGTATGCGCAGCTGGTCATGGGCCCCGCGGGCAGCGG 
GAAGAGCACCTACTGTGCCACCATGGTCCAGCACTGTGAAGCCCTCAACCGGTCTGTCCAAGT 
TGTAAACCTGGATCCAGCAGCAGAACACTTCAACTACTCCGTGATGGCTGACATCCGGGAACT 
GATCGAGGTGGATGATGTAATGGAGGATGATTCTCTGCGATTCGGTCCCAACGGAGGATTGGT 
ATTTTGCATGGAGTACTTTGCCAATAATTTTGACTGGCTGGAGAACTGTCTTGGCCATGTAGA 
GGACGACTATATCCTTTTTGATTGTCCAGGTCAGATTGAGTTGTACACTCACCTGCCTGTGAT 
GAAACATCTGGTCCAGCAGCTCGAGCAGTGGGAGTTCCGAGTCTGTGGAGTTTTTCTTGTTGA 
TTCTCAGTTCATGGTGGAGTCATTCAAGTTTATTTCTGGCATCTTGGCAGCCCTGAGTGCCAT 
GATCTCTCTAGAAATTCCGCAAGTCAACATCATGACAA7yu\TGGATCTGCTGAGTAAAAAAGC 
AAAAAAGGAAATTGAGAAATTTTTAGATCCAGACATGTATTCTTTATTAGAAGATTCTACAAG 
TGACTTAAGAAGCAAAAAATTCAAGAAACTGACTAAAGCTATATGTGGACTGATTGATGACTA 
CAGCATGGTTCGATTTTTACCTTACGATCAGTCAGATGAAGAAAGCATGAACATTGTATTGCA 
GCATATTGATTTTGCCATTCAATATGGAGAAGACCTAGAATTTAAAGAACCAAAGGAACGTGA 
AGATGAGTCTTCCTCTATGTTTGACGAATATTTTCAAGAATGCCAGGATGAATGAAGAGTTTA 
CTT^AAAGTAACCATCTAAAGAGCTTGTGGCCAAACCAGCAGAACATTCTTCTCTTCAAAGGAT 
GCAATAGTAGAAAGCTACTTATTTTAATGAAAAAAAGTAAAACTTCGTTCTTTATCAGCCTCA 
TGCCTGAATCAAATTTTTAATTATTCTGAAACTGCTGCTGTTT7VAAGTGGAATCTTTTAGTAT 
TATAACAGCATCACTTTAGATTTTGTAAGTCAAAATTGAAATGAATGCACATAGATTTATATA 
TAAATTAGCACCTGAGCTAAGGTTAAGGCCGGTCTAAACTTATTTTCACTTTTTGTATTATTT 
TTGAGATGCAGGAATTACTGTAACAAAATATGTATGTCCGAAGGGAAAAAGCTGCAAGGATAT 
ATATAAGACCACTGCTTATCTGTATCTTCCCATTTTCCTATATTGAAAATGTATATTATTTAT 
ATAACTTAAAAAGTAAAAATAACTATGTTTTGAGAT 
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FIGURE 118 

MPRYAQLVMGPAGSGKSTYCATMVQHCEALNRSVQVVNLDPAAEHFNYSVMADIRELIEVDDV 
MEDDSLRFGPNGGLVFCMEYFANNFDWLENCLGHVEDDYILFDCPGQIELYTHLPVMKHLVQQ 
LEQWEFRVCGVFLVDSQFMVESFKFISGILAALSAMISLEIPQVNIMTKMDLLSKKAKKEIEK 
FLDPDMYSLLEDSTSDLRSKKFKKLTKAICGLIDDYSMVRFLPYDQSDEESMNIVLQHIDFAI 
QYGEDLEFKEPKEREDESSSMFDEYFQECQDE 

Xmporbant: fea'tures of the protein: 
Signal peptide: 

amino acids 1-29 

TransmexnlDarane domain : 

amino acids 151-170 

N-glycosylatlon sites . 

amino acids 31-35, 47-51 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 212-216 

Tyrosine kinase phosphorylation site. 

amino acids 189-197 

N-myrlstoylatlon sites . 

amino acids 13-19, 76-82, 154-160 

ATP/GTP-blndlng site motif A (P-loop) . 

amino acids 10-18 
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FIGURE 119 

GGGCGCTGGGAGACACCGGACGCCCGCTCGGCTGCGCTGCGGCTCAGGCCCCCGCTCGGGCCC 

GACCCGCTCGGTCACCGCCGGCTCGGGCGCGCACCTGCCGGCTGCGGCCCCAGGGCCATGCGG 

AGGCCCACGAGGAGGCCGGCGGCCACGCGCATCCCGTAGCCCAGGTGGCCCAGGTCTGCACCG 

CGGCGGCCTCGGCGCCATGGAGCCCCCGTATTGGCTGACGGCGCACTACGATGAGTTCCAAGA 

GGTCAAGTACGTGAGCCGCTGCGGCGCGGGGGGCGCGCGCGGGGGCTCCCTGCCCCCGGGCTT 

CCCGTTGGGCGCTGCGCGCAGCGTCACCGGGGCCCGGTCCGGGCTGCCGCGCTGGAACCGGCG 

CGAGGTGTGCCTGCTGTCGGGGCTGGTGTTCGCCGCCGGCCTCTGCGCCATTCTGGCGGCTAT 

GCTGGCCCTCAAGTACCTGGGCCCGGTCGCGGCCGGCGGCGGCGCCTGTCCCGAGGGCTGCCC 

TGAGCGCAAGGCCTTCGCGCGCGCCGCTCGCTTCCTGGCCGCCAACCTGGACGCCAGCATCGA 

CCCATGCCAGGACTTCTACTCGTTCGCCTGCGGCGGTTGGCTGCGGCGCCACGCCATCCCCGA 

CGACAAGCTCACCTATGGCACCATCGCGGCCATCGGCGAGCAAAACGAGGAGCGCCTACGGCG 

CCTGCTGGCGCGGCCCGGGGGTGGGCCTGGCGGCGCGGCCCAGCGCAAGGTGCGCGCCTTCTT 

CCGCTCGTGCCTCGACATGCGCGAGATCGAGCGACTGGGCCCGCGACCCATGCTAGAGGTCAT 

CGAGGACTGCGGGGGCTGGGACCTGGGCGGCGCGGAGGAGCGTCCGGGGGTCGCGGCGCGATG 

GGACCTCAACCGGCTGCTGTACT^GGCGCAGGGCGTGTACAGCGCCGCCGCGCTCTTCTCGCT 

CACGGTCAGCCTGGACGACAGGAACTCCTCGCGCTACGTCATCCGCATTGACCAGGATGGGCT 

CACCCTGCCAGAGAGGACCCTGTACCTCGCTCAGGATGAGGACAGTGAGAAGATCCTGGCAGC 

ATACAGGGTGTTCATGGAGCGAGTGCTCAGCCTCCTGGGTGCAGACGCTGTGGAACAGAAGGC 

CCAAGAGATCCTGCAAGTGGAGCAGCAGCTGGCCAACATCACTGTGTCAGAGTATGACGACCT 

ACGGCGAGATGTCAGCTCCATGTACAACAAGGTGACGCTGGGGCAGCTGCAGAAGATCACCCC 

CCACTTGCGGTGGAAGTGGCTGCTAGACCAGATCTTCCAGGAGGACTTCTCAGAGGAAGAGGA 

GGTGGTGCTGCTGGCGACAGACTACATGCAGCAGGTGTCGCAGCTCATCCGCTCCACACCCCA 

CCGGGTCCTGCACAACTACCTGGTGTGGCGCGTGGTGGTGGTCCTGAGTGAACACCTGTCCCC 

GCCATTCCGTGAGGCACTGCACGAGCTGGCACAGGAGATGGAGGGCAGCGACAAGCCACAGGA 

GCTGGCCCGGGTCTGCTTGGGCCAGGCCAATCGCCACTTTGGCATGGCGCTTGGCGCCCTCTT 

TGTACATGAGCACTTCTCAGCCGCCAGCAAAGCCAAGGTGCAGCAGCTAGTGGAAGACATCAA 

GTACATCCTGGGCCAGCGCCTGGAGGAGCTGGACTGGATGGACGCCGAGACCAGGGCTGCTGC 

TCGGGCCAAGCTCCAGTACATGATGGTGATGGTCGGCTACCCGGACTTCCTGCTGAAACCCGA 

TGCTGTGGACAAGGAGTATGAGTTTGAGGTCCATGAGAAGACCTACTTCAAG7VACATCTTGAA 

CAGCATCCCCTTCAGCATCCAGCTCTCAGTTAAGAAGATTCGGCAGGAGGTGGACAAGTCCAC 

GTGGCTGCTCCCCCCACAGGCGCTCAATGCCTACTATCTACCCAACAAGAACCAGATGGTGTT 

CCCCGCGGGCATCCTGCAGCCCACCCTGTACGACCCTGACTTCCCACAGTCTCTCAACTACGG 

GGGCATCGGCACCATCATTGGACATGAGCTGACCCACGGCTACGACGACTGGGGGGGCCAGTA 

TGACCGCTCAGGGAACCTGCTGCACTGGTGGACGGAGGCCTCCTACAGCCGCTTCCTGCGAAA 

GGCTGAGTGCATCGTCCGTCTCTATGACAACTTCACTGTCTACAACCAGCGGGTGAACGGGAA 

ACACACGCTTGGGGAGAACATGGGAGATATGGGGGTCCTCAAGCTGGCCTAeCACGCCTATCA 

GAAGTGGGTGCGGGAGCACGGCCCAGAGCACCCACTTCCCCGGCTCAAGTACACACATGACCA 

GCTCTTCTTCATTGtCTTTGCCCAGAACTGGTGCATCAAGCGGCGGTCGCAGTCCATCTACCT 

GCAGGTGCTGACTGACAAGCATGCCCCTGAGCACTACAGGGTGCTGGGCAGTGTGTCCCAGTT 

TGAGGAGTTTGGCCGGGCTTTCCACTGTCCCAAGGACTCACCCATGAACCCTGCCCACAAGTG 

TTCCGTGTGGTGAGCCTGGCTGCCCGCCTGCACGCCCCCACTGCCCCCGCACGAATCACCTCC 

TGCTGGCTACCGGGGCAGGCATGCACCCGGTGCCAGCCCCGCTCTGGGCACCACCTGCCTTCC 

AGCCCCTCCAGGACCCGGTCCCCCTGCTGCCCCTCACTTCAGGAGGGGCCTGGAGCAGGGTGA 

GGCTGGACTTTGGGGGGCTGTGAGGGAAATATACTGGGGTCCCCAGATTCTGCTCTAAGGGGG 

CCAGACCCTCTGCCAGGGTGGATTGTACGGGCCCCAGCTTCGCTGTGTTCTTGCTGCAAAGTC 

TGGTCAATAAATCACTGCACTGTTAAAAAAAAA 
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MEPPYSLTAHYDEFQEVKYVSRCGAGGARGASLPPGFPLGAARSVTGARSGLPRWNRREVCLL 
SGLVFAAGLCAILAAMLALKYLGPV^GGGACPEGCPERKAFARAARFLAANLDASIDPCQDF 
YSFACGGWLRRHAIPDDKLTYGTIAAIGEQNEERLRRLLARPGGGPGGAAQRKVRAFFRSCLD 
MREIERLGPRPMLEVIEDCGGWDLGGABERPGVA.^RWDLNRLLYKAQGVYSAAALFSLTVSLD 
DRNSSRYVIRIDQDGLTLPERTLYLAQDEDSEKILAAYRVFMERVLSLLGADAVEQKAQEILQ 
VEQQLANITVSEYDDLRRDVSSiyiYNKV::LGQLQKITPHLRWKWLLDQIFQEDFSEEEEVVLLA 
TDYMQQVSQLIRSTPHRVLHNYLVWRVVWLSEHLSPPFREALHELAQEMEGSDKPQELARVC 
LGQANRHFGMALGALFVHEHFSAASKAK7QQLVEDIEs:YILGQRLEELDWMDAETRAAAFIAKLQ 
YMMVMVGYPDFLLKPDAVDKEYEFEVHEFTYFKNILNSIPFSIQLSVKKIRQEVDKSTWLLPP 
QALNAYYLPNKNQMVFPAGILQPTLYDPD rPQSLNYGGIGTIIGHELTHGYDDWGGQYDRSGN 

llhwwteasysrflrkaecivrlydnftvinqrvngkhtlgeniadmgvlklayhayqkwvre 
hgpehplprlkythdqlffiafaqnwcikrrsqsiylqvltdkhapehyrvlgsvsqfeefgr 
afhcpkdspmnpahkcsvw 

Xmpor-tan-t features of the proteiii\: 
Transmembr-ane domain: 
amino acids 64-88 . 
N-glycosylat±on sites . 

amino acids 255-259, 322-^326, 656^r660 
cAMP- and cGEMP-dependent protein kanase phosphorylation site . 
amino acids 722-726 ; \^ \ 

N-myrlstoylatlon site. 

amino acids 24-30, 26-32, 27-33, 40-46, 47-53, 65-71, 148-154, 
169-175, 170-176, 237-243, 450-456, 604-610, 607-613 
Prokaryotlc membrane lipoprotein lipid attachment site . 
amino acids 85-96 
Prenyl group binding site . 
amino acids 772-777 

Neutral zinc metallopeptildases , zlnc-blndlng region signature. 

amino acids 609-619 

Neutral zinc metallopeptldases , zlnc-blndlng region proteins , 

amino acids 609-619 
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FIG URE 121 

cggactgcccggaccgcgcgatggac.tcl^accggcagcgtcggggaggccccgggcggacccc 
gggtgctggtggtgggcggcggca^.cgcggggctgggcgcggcgcagaggctctgcggccact 
ccgccttcccgcacctgcgggtcctggaggcc;3^.cggcccgcgccgggggccgcatccgctcgg 
agcgctgcttcggtggcgtggtgsaggtggpcgcgcactggatccatgggccctcccggggta 
accccgtcttccagctggctgctgagtacggggtgctgggggagaaggagctgtcccaggaga 
accagctggtggagaccgggggtcacgtgggcctgccctccgtgagctacgccagctccgggg 
ccagcgtgagcctccagctgg^i)ggcggag;itggcgactctgttctacggcgtgatagaccaga 
cccgggagttcctgcacgctg^cagagaccccggtgcccagcgtcggggagtacctcaagaagg 
agattggccagcacgtggccggctggac7.gaggatgaggagaccaggaagctgaagctggccg 
tcctgaactccttcttcaagctggaatg3tgtgtgagcggcacccacagcatggacctggtgg 
ccctggcaccctttggggagtataccg7 gctgccggggctggactgcaccttttctaagggct 
atcaaggactcacaaactgcatgatgg::cgccctgccggaggacactgtagtttttgagaagc 
ctgtgaagaccatccactggaacggg".'ccttccaggaggcagcctttcccggggagacctttc 
cagtgtcggtagagtgtgaggatggagaccggttcccggcgcaccatgtcatcgtcaccgtgc 

CCTTAGGTTTTCTTAGGGAACATTy^GACACCTTCTTTGACCCTCCCCTGCCGGCTGAGAAGG 
CAGAAGCAATCAGGAAGATAGGCTTTGGGACC/^J\CAACAAAATCTTCCTGGAGTTTGAGGAGC 

ccttctgggagccagactgccagcrrgatccaggtggtgtgggaggacacgtcgcccctggagg 
atgctgcccctgagctacaggacgcotggttccggaagctcattggctttgtggtcctgcctg 

CCTTTGCGTCTGTCCACGTTCTCTG^rGGGTTCATTGCCGGACTTGAGTCTGAGTTCATGGAGA 

ctctgtcggatgaagaagtacttc^^gtgtctcacccaagtgctccggagagtgacaggaaacc 
cacggctccccgcgcccaagagcgtcctgcggtgtcgctggcacagcgccccgtacactaggg 

GGTCCTACAGCTACGTGGCCGTGGGCAGTACTG(5GGGCGACCTGGACCTGCTGGCTCAGCCCC 

tccctgcagacggcgccggcgcccagctccagatcctgtttgcgggggaagccacacatcgca 
cgttttactccacgacgcacggggctctgctgtggggatggagggaggccgaccgcctcctca 
gtctgtgggccccgcaggtgcagcagcccaggccgaggctctagctgggcccagcctactctg 
ttccacccgtgtcgggggtaggctgggaccgtcatttcttctgacagatttcagtctggcttg 
aaatttggggatgttaatgagggtcctctggttt|ttggtaaccagggccaccttctcagttct 
tgtgtctgttattggagtctggccagggttgacttgagctgagacaccagatgctcacggaga 
tgctggacacataaagcaagttacagccacaaaaaaaaaaaa 
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FIGURE 122 

MESTGSVGEAPGGPRVLVVGGGIAGLGAAQRLCGHSAFPHLRVLEATARAGGRIRSERCFGGV 
VEVGAHWIHGPSRGNPVFQLAAEYGLLGEKELSQENQLVETGGHVGLPSVSYASSGASVSLQL 
VAEiyiATLFYGLIDQTREFLHAAETPVPSVGEYLKKEIGQHVAGWTEDEETRKLKLAVLNSFFN 
LECCVS.GTHSMDLVALAPFGEYTVLPGLDCTFSKGYQGLTNCMMAALPEDTVVFEKPVKTIHW 
NGSFQEAAFPGETFPVSVECEDGDRFPAHHVIVTVPLGFLREHLDTFFDPPLPAEKAEAIRKI 
GFGTNNKIFLEFEEPFWEPDCQLIQLVWEDTSPLEDAAPELQDAWFRKLIGFWLPAFASVHV 
LCGFIAGLESEFMETLSDEEVLLCLTQVLRRVTGNPRLPAPKSVLRSRWHSAPYTRGSYSYVA 
VGSTGGDLDLLAQPLPADGAGAQLQILFAGEATHRTFYSTTHGALLSGWREADRLLSLWAPQV 
QQPRPRL 

Signal peptide: 

amino acids 1-28 

Transmezz±>rane domain: 

amino acids 364-385 

N-glycosylation site . 

amino acids 253-257 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 4 08-412 

N-myristoylation sites. 

amino acids 20-26, 21-27, 25-31, 105-111, 119-125, 164-170, 
216-222, 227-233, 443-449, 484-490 

Aminooxidase Flavin containing amine oxidase : 

amino acids 23-4 97 
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FIGURE 123 

CGGACGCGTGGGGGAAGATGGATAAATAATTCTGTCACACGTGCCCTGGCCTCTGGAGCTCAGCTGCCAGTCCAC 
GTCTAGGGAATCTTAGCATCTGGGACCAAGACACTTTACAGCAATCATCACCCTTTGCAGAGGAGGTGAGCTCAC 
CAGGACTCATCTGCCATTTCAGACCTTTTGCTGCTACCTGCCAGGTGGCCCCCACTGCTGACGAGAGATGGTGGA 
TCTCTCAGTCTCCCCGGACTCCTTGAAGCCAGTATCGCTGACCAGCAGTCTTGTCTTCCTCATGCACCTCCTCCT 
CCTTCAGCCTGGGGAGCCGAGCTCAGAGGTCAAGGTGCTAGGCCCTGAGTATCCCATCCTGGCCCTCGTCGGGGA 
GGAGGTGGAGTTCCCGTGCCACCTATGGCCACAGCTGGATGCCCAGCAAATGGAGATCCGCTGGTTCCGGAGTCA 
GACCTTCAATGTGGTACACCTGTACCAGGAGCAGCAGGAGCTCCCTGGCAGGCAGATGCCGGCGTTCCGGAACAG 
GACCAAGTTGGTCAAGGACGACATCGCCTATGGCAGCGTGGTCCTGCAGCTTCACAGCATCATCCCCTCTGACAA 
GGGCACATATGGCTGCCGCTTCCACTCCGACAACTTCTCTGGCGAAGCTCTCTGGGAACTGGAGGTAGCAGGGCT 
GGGCTCAGACCCTCACCTCTCCCTTGAGGGCTTCAAGGAAGGAGGCATTCAGCTGAGGCTCAGATCCAGTGGCTG 
GTACCCCAAGCCTAAGGTTCAGTGGAGAGACCACCAGGGACAGTGCCTGCCTCCAGAGTTTGAAGCCATCGTCTG 
GGATGCCCAGGACCTGTTCAGTCTGGAAACATCTGTGGTTGTCCGAGCGGGAGCCCTCAGCAATGTGTCCGTCTC 
CATCCAGAATCTCCTCTTGAGCCAGAAGAAAGAGTTGGTGGTCCAGATAGCAGACGTGTTCGTACCCGGAGCCTC 
TGCGTGGAAGAGCGCGTTCGTCGCGACCCTGCCGCTGCTGTTGGTCCTCGCGGCGCTGGCGCTGGGCGTCCTCCG 
GAAGCAGCGGAGAAGCCGAGAAAAGCTGAGGAAGCAGGCGGAGAAGAGACAAGAGAAACTCACTGCAGAGCTGGA 
AAAGCTTCAGACAGAGCTTGACTGGAGACGGGCTGAAGGCCAGGCTGAGTGGAGAGCAGCCCAAAAATATGCAGT 
GGATGTGACGCTGGACCCGGCCTCGGCGCACCCCAGCCTGGAGGTGTCGGAGGATGGCAAGAGCGTGTCTTCCCG 
CGGGGCGCCGCCAGGCCCGGCGCCTGGCCACCCGCAGCGGTTCTCGGAGCAGACGTGCGCGCTGAGCCTGGAGCG 
GTTCTCCGCCGGCCGCCACTACTGGGAGGTGCACGTGGGCCGCCGCAGCCGCTGGTTCCTGGGCGCCTGCCTGGC 
CGCGGTGCCGCGCGCGGGGCCTGCGCGCCTGAGCCCTGCGGCCGGCTACTGGGTGCTGGGGCTGTGGAACGGCTG 
CGAGTACTTCGTCCTGGCCCCGCACCGCGTCGCGCTCACCCTGCGCGTGCCCCCGCGGCGCCTGGGCGTCTTCCT 
GGACTACGAGGCCGGAGAGCTGTCCTTCTTCAACGTGTCCGACGGCTCCCACATCTTCACCTTCCACGACACCTT 
CTCGGGCGCGCTCTGTGCGTACTTCAGGCCCAGGGCCCACGACGGCGGCGAACATCCGGATCCCCTGACCATCTG 
CCCGCTGCCGGTTAGAGGGACGGGCGTCCCCGAAGAGAACGACAGTGACACCTGGCTACAGCCCTATGAGCCCGC 
GGACCCCGCCCTGGACTGGTGGTGAGGCGCCCTCGTGGCCGCGGGACTGGCCCCGGGGGGCCCCCTGGATCCCAG 
GCCAGCGCTTTGCTCTCCTGCTCCGTCTGAAGGGAGCAGGTGCACCAGCCAAAATGTCAGCGAGGGGGACAAAGA 
GAGGGACCTTTGCCTACGTAGATGTGTATGTGTAGTGCGATTTTCTTCAAGGAAAGGAGACAAGTCCAAAGCTCG 
TTTGTGGATTGTGGGACTGAGCGAAGGAGTACAAATATATCCACGTCGCTCAGAGCTGGGGTGCTCACGGTGGGC 
GGTGGGCAAGAAGCCAGCATGGAAGAAAGAAGGGAGAAAACTTTGGTGACTGCCTTAGAGGGATCAGTTAATTTG 
TATAGTTTTATATTTTTTGTATATGTTTGCTAGCTCTAAAAAGGTCGAGATGCAATAACACTTCGTAAGCAACGA 
GTTCACCTAAGTAAGGCTCAGATCCTAGTTTTAAA7VACCATTTCCCATTAAAATGAAGTTGGAGGAACAGCTGCT 
TCTGAGCCGGGGCAAAAATTTCAAGGTGAGCCTGGAGCATTGTGTGTGGTGAAGTAAAATAAAGGCTCAAAACGT 
GACGGCAACCCGGCAAAAGGGTAGGGAGCCAGGCCGAAGGGGCCTCACTGACCAATTGTGGGACAATTTGAACAT 
CAGGATGAATAATGACAGGAGAGATTATAACACACTGAATAAAAACATAATCCATGAGTTCATGCTGATACTCAA 
ATTTCTTTTTAAAAAGGAGAAACAGGAAGGTTTCTTTTGGAGGTGAAATCTAATTATTGGTGAGAGTCTTGGAGA 
ACAGGCTGTTTCCAGTCTCAAAGCAGTAACCTTATACACTACTTATAAGTTTGAAAGGGGAAAGGTTACCTTTAC 
AATGGAGACATCTACCAGATCATCCAAGTGATTAAATTTAACATCATCAATGATGGGACCAAGGACATTATTAGT 
TTGACAACTGGGGAAAGAAGTGTTCTTCACCCCCTACCCCCAAGACATTCTCTCTGTCGGCCAGGCTGGAGTGCA 
GCCTCAACCTCCTGGGCCCAAGTGATCCTCCCACCTCAGCACACAACACCATGCCCAATTTTAAGTGCGTTATAG 
AGACGGGGGTCTCACTTTGTTACCCAGGCTGGTCTCAAACTCCTGCGCTCAAGCAATCCTCCCACCTGGGCCTCC 
CAAAATGCTGGGTGTACAGGCATGAGCCGCTGTGCCTGGCTTCATTTTCAGAGTGAGACATTTGTACTGTGGCTA 
TGTAGGAGAACATTCTTGTTCTTAGCAAACATACTGAAGTTTTTAGATATTAATTACCACAGTGTCTGCCACTGA 
ATTTCCAGTGACTAAGTGGAAAAATATAAAACATATGAATATAAAGAAAGAAAGAGACAAGTCAAATGTAGTAAA 
ATGACAACACTTGGTGACTCTAGGTGACTGGTCGACAGATGTTCATTGTACTATCAATGTGGCTTTGCTGTGGGT 
TTGAAATTTTGCAAACTAAGAGTTGGGTGGCGGGGAGAAGGATACACCAAAAAACTAAGTGATTATCTTTGGATG 
GGAAAATGTTTGGTAATTGCATTCTTAAAATGTCTTCTTTGTATTTTTTAATGTTCAATAATGTATATGTATCAG 
TTCTGTAATAAAGGGGAAAACACTTTTCA 
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MVDLSVSPDSLKPVSLTSSLVFLMHLLLLQPGEPSSEVKVLGPEYPILALVGEEVEFPCHLWP 
QLDAQQMEIRWFRSQTFNVVHLYQEQQELPGRQMPAFRNRTKLVKDDIAYGSWLQLHSIIPS 
DKGTYGCRFHSDNFSGEALWELEVAGLGSDPHLSLEGFKEGGIQLRLRSSGWYPKPKVQWRDH 
QGQCLPPEFEAIVWDAQDLFSLETSVVVRAGALSNVSVSIQNLLLSQKKELVVQIADVFVPGA 
SAWKSAFVATLPLLLVLAALALGVLRKQRRSREKLRKQAEKRQEKLTAELEKLQTELDWRRAE 
GQAEWRAAQKYAVDVTLDPASAHPSLEVSEDGKSVSSRGAPPGPAPGHPQRFSEQTCALSLER 
FSAGRHYWEVHVGRRSRWFLGACLAAVPRAGPARLSPAAGYWVLGLWNGCEYFVLAPHRVALT 
LRVPPRRLGVFLDYEAGELSFFNVSDGSHIFTFHDTFSGALCAYFRPRAHDGGEHPDPLTICP 
LPVRGTGVPEENDSDTWLQPYEPADPALDWW 

Important: featiures o£ lihe prot:eln: 
Signal pept:icie: 

amino acids 1-34 

TransmexEibrane domaxn : 

amino acids 247-272 

N-glycosylation sities . 

amino acids 102-106, 139-143, 224-228, 464-468, 516-520 

Tyrosine kinase phosphorylation site . 

amino acids 105-114 

N-myrlstoylatlon sites. 

amino acids 129-135, 220-226, 399-405, 423-429, 480-486 

l^ldatlon site. 

amino acids 390-394 
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FIGURE 125 

TATAGTCCCAGCTACTCATGGGGCTGATGCAGGTTGAGGCAGGAGGTTCATGAGCCCAGGAGGTTGGAGCTGTAA 

TGAGCTAGGATTCTGCCTCTGCACTCCTAGCTGGATGACAGAGCAAGACCCTGTCTCAAAAAAGAAAAAAAAAAA 

AAAAAGAATGCATGAACCAGACATGACAGTTCCTGGCCTCAAAGATCTTCCAAAGGAAATGATTTTTTTTTAACC 

ACCAATGCTGCAGGAAAAAGCAACATATTTAAGTTATCCAATAACACCTATCCAATAATTGTAAATCATTATCAT 

GACATGGTAGAGTTGTTTATATTTCTTTTCCTTTTAGGTGAAACACCATTCAAAGTCGTAGTCAAATCTCTTTCA 

CCTAAAGAGTTGGTCCGGATACATGTCCCTAAACCTTTGGACAGGAATGATGGAACAT.TTTTGATGAGATATAGG 

ATGTATGAAACTGTCGATGAAGGCCTGAAGATAGAGGTCCTTTATGGTGATGAACATGTGGCTCAGTCTCCCTAT 

ATTTTGAAAGGACCAGTGTACCATGAGTACTGTGAGTGTCCGGAAGATCCTCAGGCCTGGGAGAAGACTCTTTCT 

TGTCCAACCAAGGAACCACAGATTGCAAAAGATTTTGCTTCCTTTCCCAGCATCAATCTCCAGCAAATGCTAAAA 

GAAGTCCCCAAAAGGTTTGGGGATGAGAGAGGTGCCATTGTTCATTACACGATTCTCAATAACCATGTTTACCGG 

AGATCTTTAGGGAAATACACAGACTTCAAGATGTTCTCTGATGAGATTTTGTTATCATTGACAAGAAAGGTCCTT 

CTCCCAGATTTAGAATTTTATGTTAATCTTGGAGATTGGCCCTTGGAGCATCGAAAAGTCAATGGAACCCCTAGC 

CCCATACCTATCATTTCATGGTGTGGCTCTCTGGATTCAAGAGATGTTGTCCTTCCAACGTATGACATCACCCAC 

TCCATGCTTGAAGCCATGCGGGGTGTTACAAATGATCTCCTCTCTATTCAGGGAAATACAGGGCCTTCCTGGATC 

AATAAAACAGAGAGAGCTTTCTTCAGAGGTAGAGACAGCCGAGAGGAGAGGCTCCAGTTGGTACAGCTGTCCAAA 

GAAAATCCTCAGCTACTAGATGCAGGAATTACAGGATATTTCTTTTTCCAAGAGAAAGAAAAGGAGCTTGGAAAA 

GCCAAGTTGATGGGTTTCTTTGATTTCTTTAAGTACAAGTATCAAGTAAATGTGGATGGGACCGTGGCTGCTTAC 

AGATATCCATATCTCATGCTGGGCGACAGTCTGGTTTTAAAGCAGGACTCGCCATATTATGAACATTTCTACATG 

GCACTAGAACCTTGGAAGCATTATGTTCCAATTAAAAGAAATCTGAGTGATTTATTAGAGAAAGTTAAATGGGCT 

AAGGAAAATGATGAAGAAGCCAAGAAGATTGCAAAAGAAGGACAGTTGATGGCTAGGGACCTACTACAGCCACAC 

AGGCTTTACTGCTACTATTACCAAGTACTGCAGAAATATGCCGAGCGCCAGTCCAGCAAACCCGAAGTACGTGAT 

GGAATGGAACTTGTTCCTCAGCCAGAAGATAGCACAGCCATCTGCCAGTGCCACAGGAAAAAGCCTTCAAGAGAA 

GAACT-TGAGTCAGCCCAGAATCACACTCCTGTGTATCCCGGCTACACTTTAAGGAAAGATTGAATCTAAGCTGT 

GAAGGACAGTATAGAAGACTGCACCAAGTGGACTAGTTCTCCCGGTGGCTTTATATATGTAGATGGArATAGCAG 

TACTGGTTGAGTATCCCTCATCTGAAATGCTTAGGACCAGGAGTGTTTCAGGCTTCAGATTTTTTAAGATTTGGG 

AATATTTGCATGTACATAATGAGGTATCTTGGGGATGAGATCCAAGTCTAAACACAAAATTCATTTATATTTTAT 

ATATACCTTGTTCACATACCCTGAAGGTAATTTTATATAATATTTTTAATAATTTGTGCATGAAACAAAGTTTGT 

ATACATTGAACTGTCAGAAAGCAAAGGTGTCACTATCTTAGCGACCCAAGTGGTGGTGTCAGCACTCAAAAAGTT 

TTGGAiTTTGGGGTATTTCAGATTTTAGATTTTTGTATGAGGAATGTTCAACCTGTATTTGAACAAGCATTACCA 

AATATCATTGAATATTAATATCTTTTGCGTAAAAACTGCTATTATCAGCATCATAGTTTCTCTAAAAAGAAAACT 

TGGGGATCATAGCCGATAGAGAGACTTGCTAAAATATAAATCAGCCTCTGCAAAACTGTTTACATATTTATTGGT 

TTACATATTTTATTGGTTTATTTCTATCCCCTGTTCACTTTTTCTCTTCCACTTCCAATTATGAAGAGAAAATAT 

TTGTTCAGGGTTGTCCCCCCGCCCCCCGTCACTGCATAATTTCTCCTCTTACAAGCTGCTTTTGGCTTTCATTAA 

TAACAGCTTCCTTTTAGAAGGTCTGATAAGGATATTTAAGGAAGAAGAGAATGACTCTGTTATTAAAGGTGGCAT 

GGAGACTGTGGAGGGAATATTTTTTAAAGCACTACTCATATCCTTTAAACTAAATTTTGCCAAAGCCCGAGACAA 

CATTAJ^.GGAGAAATTGTACCTTAAGTTAGTAATTCCAAATCTATCTGAGTTGTATACCCATCAAAGACAATACAG 

TTATTAACATAGATGAAGGTATGCTATAGGCATCATTCATTATCTCTATATTGAATAGGTGAAAGATAACTGTAG 

TCAGGTGAAAGGCATTCATCATTTTTAAGCTGAAAAGGGGATCCTTGAAAACACTGAAAACCTCTACAACAATCT 

TCAGGAAGCCTGCTATCTTGGGATTCACTAATAATAGGCCAAGAACAAAGGCAAGCATCCATTCCTCACTCCACC 

ACTTT^CTATTTCAGTGGGTGTCATTGCTACGATGAAGACTTTGGAAATTTCCTTTCTCTTTTAGGACAGGGTCA 

GGATTiAGGACTCATAGCCTGAAAGCTCATTACATACTCCTTGTAACCATCAGTCCAAGGTTCAGTTCACTAAAG 

TGCATGTTCTAAAACAAGAGCTATCCTCATTCCAAATTTTAAAATATGTACTCTGGCCGGTTGCAGTGGCTCACG 

CCTGTAATCCCAGCACTTTGGCAGGCCGAGATGGGCGGATCTTTTGAGGTCAGGAGTTTGAGACCAGCCTGGCCA 

ACATGGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCCAGGCATGGTGGCATTTGCCTGTAATCCCAGCT 

ACTCGGGAGGCTGAGGCAGGAGAATCACTTGAACCTGGGAGGCAGAGGTTGCAGTGAGCTGAGATTACACCACTG 

CACTCCAGCCTGGGTGACAGAGTGAGACTCCATCTCAAAAACTGAAAATAAAAATAAAAATATGTATTCTCCTAA 

CTGAAATATTTACTTAATCTGGAAAACAATGTAACTATTTTTAAAGTGGTTACATCTATTCTTGCTGAAGAACAA 

TAAACAGAATTTTTTGACTAAGCATAACCAAATTTCAGAACAGTCTAATCAATGCCAAGTATCCAAGGCAAACTC 

TAATACCCATCCATTGTGCAAAACCACAAGCACGCAAGTATTAAATAAGAGCAAGCTGTCCTGAGCCCATACCTA 

ATGAATTTGTGTCTTAAATATTGTACATTGTGTTTGAGGCTTGTCAAAACTGGGATTATGGCAAGAAAGGTTGCC 

TAACTCATACCTTTCTGCCTCAAATTCCAGGTGCTAAAGGCTAATGGCATTTTAAACATCTTACATTTTTAAAAA 

TTTATATTGCCTCTGCCAAACAGGCCTAATAGTTAAAAGCAAGTTGAGACAAACCAGGCAGATTCAGTGTGTGGA 

ACAGGAAGGATGTGCTTTAAAAAAAGGTGGAATCCCTCAA7VAAATTCTATAGGGAGACAGCAGCCTTAATCTACA 

TAATTCTTCATCTCGCCAATTCAGCCGCAGCCTTTAAAGAGTTAGTGTTAATGGCTTTCTGGTTTGAAAACAAAA 

ATGCATCTATGTGGTTGAAAGTTTGGGAGGAGATTCACCAATATCTGAGGAGAAGATGGAGTGAAGGG7VATTCTT 

ACTTTTTGCTTTATACCTTTCTATAATATTTAGATTTTTTTTTACTGTAAGTATGGATCAAATTGCAAAATAAAG 

AAAAATGCCAACCTTAGAAAAGACAATAAATGCACAAAAGATATAAACAGGAACAGCAAATATTTATATTTTTTC 

CATTTTGCTCTTTTTAAATCTATGTTTAGAACTTTATATCTTGGGACTTATGTATATATATACCTTTTAAATAAA 
ATAAATTTTCTAAATAAAAAGTTG 
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MVELFIFLFLLGETPFKVVVKSLSPKELVRIHVPKPLDRNDGTFLMRYRMYETVDEGLKIEVL 
YGDEHVAQSPYILKGPVYHEYCECPEDPQAWQKTLSCPTKEPQIAKDFASFPSINLQQMLKEV 
PKRFGDERGAIVHYTILNNHVYRRSLGKYTDFKMFSDEILLSLTRKVLLPDLEFYVNLGDWPL 
EHRKVNGTPSPIPIISWCGSLDSRDWLPTYDITHSMLEAMRGVTNDLLSIQGNTGPSWINKT 
ERAFFRGRDSREERLQLVQLSKENPQLLDAGITGYFFFQEKEKELGKAKLMGFFDFFKYKYQV 
NVDGTVAAYRYPYLMLGDSLVLKQDSPYYEHFYMALEPWKHYVPIKRNLSDLLEKVKWAKEND 
EEAKKIAKEGQLMARDLLQPHRLYCYYYQVLQKYAERQSSKPEVRDGMELVPQPEDSTAICQC 
HRKKPSREEL 

Important features of the protein: 
Signal peptide : 

amino acids 1-16 

N-glycosylation sites . 

amino acids 250-254, 363-367 

cAMP- and cGMP- dependent protein . kinase phosphorylation site. 

amino acids 44 4-44 8 

N-myristoylation site. 

amino acids . 208-214 , 319-325, 388-394 

Endoplafsmic reticulum targeting sequence.. 

amino acids 448-453 

Mitochondrial energy transfer proteins signature. 

amino acids 25-34 
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AGCCGTCGGAGGGAGCCGGAGCGCTTCTCCCGAGTTGGTGATAGATTGGTGGTCATCCAACAT 
GCAGAAATGAATGAGCAGTGAAAAGCAGCAGAGCCGATGGGTCATGAGGATGTAAGTGCGTTT 
GAAGGCTTCCACACCCTCTACTCCAGGAATCATGAATAAACTGGAGGATAAGCAGGACCAGAT 
GATACCATGAAGAGAAGTTTACAGGCCCTCTATTGCCAACTGTTAAGTTTCCTGCTGATCTTG 
GCACTGACCGAAGCGCTGGCATTTGCCATCCAGGAACCATCTCCCAGGGAATCTCTTCAGGTC 
CTCCCTTCAGGCACTCCCCCGGGAACCATGGTGACAGCACCCCACAGCTCTACCAGACATACT 
TCTGTGGTGATGCTGACCCCCAATCCCGATGGACCCCCCTCACAGGCTGCAGCTCCCATGGCA 
ACACTGACACCCCGTGCAGAGGGGCACCCTCCTACGCACACCATCTCCACCATCGCTGCGACA 
GTAACCGCCCCCTATTCTGAAAGCTCCCTGTCCACAGGGCCCGCTCCAGCAGCCATGGCAACC 
ACATCCTCCAAGCCAGAGGGCCGCCCTCGAGGGCAGGCTGCCCCCACCATCCTGCTGACAAAG 
CCACCGGGGGCCACCAGCCGCCCCACCACAGCGCCCCCCCGCACTACCACACGCAGGCCCCCC 
AGGCCCCCAGGCTCTTCCCGAAAAGGGGCTGGTAATTCATCACGCCCTGTCCCGCCTGCACCT 
GGTGGCCACTCCAGGAGTAT^GAAGGACAGCGAGGACGAAATCCAAGCTCCACACCTCTGGGG 
CAGAAGCGGCCCCTGGGGAAAATCTTTCAGATCTACAAGGGCAACTTCACAGGGTCTGTGGAA 
CCAGAGCCCTCTACCCTCACCCCCAGGACCCCACTCTGGGGCTACTCCTCTTCACCACAGCCC 
CAGACAGTGGCTGCGACCACAGTGCCCAGCAATACCTCATGGGCACCCACCACCACCTCCCTG 
GGGCCTGCAAAGGACT^GCCAGGCCTTCGCAGAGCAGCCCAGGGGGGTGGTTCTACCTTCACC 
AGCCAAGGAGGGACACCAGATGCCACAGCAGCCTCAGGTGCCCCTGTCAGTCCACAAGCTGCC 
CCAGTGCCTTCTCAGCGCCCCCACCACGGTGACCCACAGGATGGCCCCAGCCATAGTGACTCT 
TGGCTTACTGTTACCCCTGGCACCAGCAGACCTCTGTCTACCAGCTCTGGGGTCTTCACGGCT 
GCCACGGGGCCCACCCCAGCTGCCTTCGATACCAGTGTCTCAGCCCCTTCCCAGGGGATTCCT 
CAGGGAGCATCCACAACCCCACAAGCTCCAACCCATCCCTCCAGGGTCTCAGAAAGCACTATT 
TCTGGAGCCAAGGAGGAGACTGTGGCCACCCTCACCATGACCGACCGGGTGCCCAGTCCTCTC 
TCCACAGTGGTATCCACAGCCACAGGCAATTTCCTCAACCGCCTGGTCCCCGCCGGGACCTGG 
AAGCCTGGGACAGCAGGGAACATCTCCCATGTGGCCGAGGGGGACAAACCGCAGCACAGAGCC 
ACCATCTGCCTGAGCAAGATGGATATCGCCTGGGTGATCCTGGCCATCAGCGTGCCCATCTCC 
TCCTGCTCTGTCCTGCTGACGGTGTGCTGCATGAAGAGGAAGAAGAAGACCGCCAACCCGGAG 
AACAACCTGAGCTACTGGAACAACACCATCACCATGGACTACTTCAACAGGCATGCTGTGGAG 
CTGCCCAGGGAGATCCAGTCCCTTGAAACCTCTGAGGACCAGCTCTCAGAGCCCCGCTCCCCA 
GCCAATGGCGACTATAGAGACACTGGGATGGTCCTTGTTAACCCCTTCTGTCAAGAAACACTG 
TTTGTGGGAAACGATCAAGTATCTGAGATCTAACTACAGCAGGCATCACTTTGCCATTCCGTA 
TTTTTCGTCTCTAAATTATAAATATACAAATATATATATTATAAATATAACCTTGTGTAACCC 
TGACTTAATGAGAAACATTTTCAGCTTTTTTTCCTATGAATTGTCAACATCTTTTTTACAAGT 
GTGGTTTAAAAAAAAAAAAACTTTACAGAATGATCTGTGGCTTTATAAAATAAAGGTATTTCT 
AAGCAAAAAAAAAA7\AAAAAA 
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MKRSLQALYCQLLSFLLILALTEALAFAIQEPSPRESLQVLPSGTPPGTMVTAPHSSTRHTSV 
VMLTPNPDGPPSQAAAPMATLTPRAEGHPPTHTISTIAATVTAPYSESSLSTGPAPAAMATTS 
SKPEGRPRGQAAPTILLTKPPGATSRPTTAPPRTTTRRPPRPPGSSRKGAGNSSRPVPPAPGG 
HSRSKEGQRGRNPSSTPLGQKRPLGKIFQIYKGNFTGSVEPEPSTLTPRTPLWGYSSSPQPQT 
VAATTVPSNTSWAPTTTSLGPAKDKPGLRRAAQGGGSTFTSQGGTPDATAASGAPVSPQAAPV 
PSQRPHHGDPQDGPSHSDSWLTVTPGTSRPLSTSSGVFTAATGPTPAAFDTSVSAPSQGIPQG 
ASTTPQAPTHPSRVSESTISGAKEETVATLTMTDRVPSPLSTVVSTATGNFLNRLVPAGTWKP 
GTAGNISHVAEGDKPQHRATICLSKMDIAWVILAISVPISSCSVLLTVCCMKRKKKTANPENN 
LSYWNNTITMDYFNRHAVELPREIQSLETSEDQLSEPRSPANGDYRDTGMVLVNPFCQETLFV 
GNDQVSEI 

Xstport:an't £eat:u3res of the protein: 
Signal peptide: 

amino acids 1-28 

Transmembrane domain : 

amino acids 469-487 

N-glycosylation sites . 

amino acids 178-182, 223-227, 261-265, 446-450, 504-508, 509-513 

cAMP- and cC^lP-dependent protein kinase phosphorylation site. 

amino acids 495-499 

N-myristoylation sites . 

amino acids 44-50, 48-54, 175-181, 222-228, 279-285, 286-292, 
288-294, 296-302, 351-357, 374-380, 427-433, 442-448 



TonB-dependent receptor proteins signature 1 . 

amino acids 1-44 
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AGGCGAGGCGCGGCGCCGCTGCACACAGGCACACGGAGCTATGGGGTGCCATGTTGCCACCAG 
CTGCCACGTGGCCTGGCTTTTGGTGCTGATCTCTGGATGCTGGGGCCAGGTGAACCGGCTGCC 
CTTCTTCACCAACCACTTCTTTGATACATACCTGCTGATCAGCGAGGACACGCCTGTGGGTTC 
TTCTGTGACCCAGTTGCTGGCCCAAGACATGGACAATGACCCCCTGGTGTTTGGCGTGTCTGG 
GGAGGAGGCCTCTCGCTTCTTTGCAGTGGAGCCTGACACTGGCGTGGTGTGGCTCCGGCAGCC 
ACTGGACAGAGAGACCAAGTCAGAGTTCACCGTGGAGTTCTCTGTCAGCGACCACCAGGGGGT 
GATCACACGGAAGGTGAACATCCAGGTCGGGGATGTGAATGACAACGCGCCCACATTTCACAA 
TCAGCCCTACAGCGTCCGCATCCCTGAGAATACACCAGTGGGGACGCCCATCTTCATCGTGAA 
TGCCACAGACCCCGACTTGGGGGCAGGGGGCAGCGTCCTCTACTCCTTCCAGCCCCCCTCCCA 
ATTCTTCGCCATTGACAGCGCCCGCGGTATCGTCACAGTGATCCGGGAGCTGGACTACGAGAC 
CACACAGGCCTACCAGCTCACGGTCAACGCCACAGATCAAGACAAGACCAGGCCTCTGTCCAC 
CCTGGCCAACTTGGCCATCATCATCACAGATGTCCAGGACATGGACCCCATCTTCATCAACCT 
GCCTTACAGCACCAACATCTACGAGCATTCTCCTCCGGGCACGACGGTGCGCATCATCACCGC 
CATAGACCAGGATTW^GGACGTCCCCGGGGCATTGGCTACACCATCGTTTCAGGGAATACCAA 
CAGCATCTTTGCCCTGGACTACATCAGCGGAGTGCTGACCTTGAATGGCCTGCTGGACCGGGA 
GAACCCCCTGTACAGCCATGGCTTCATCCTGACTGTGAAGGGCACGGAGCTGAACGATGACCG 
CACCCCATCTGACGCTACAGTCACCACGACCTTCAATATCCTGGTTATTGACATCAATGACAA 
TGCCCCGGAGTTCAACAGCTCCGAGTACAGCGTGGCCATCACTGAGCTGGCACAGGTCGGCTT 
TGCCCTTCCACTCTTCATCCAGGTGGTGGACAAGGATGAGAATTTGGGCCTGAACAGCATGTT 
TGAGGTGTACTTGGTGGGGAACAACTCCCACCACTTCATCATCTCCCCGACCTCCGTCCAGGG 
GAAGGCGGACATTCGTATTCGGGTGGCCATCCCACTGGACTACGAGACCGTGGACCGCTACGA 
CTTTGATCTCTTTGCCAATGAGAGTGTGCCTGACCATGTGGGCTATGCCAAGGTGAAGATCAC 
TCTCATCAATGAAAATGACAACCGGCCCATCTTCAGCCAGCCACTGTACAACATCAGCCTGTA 
CGAGAACGTCACCGTGGGGACCTCTGTGCTGACAGTCCTGGTGAGTCCCCGCTTCACTGCAGG 
GCCACTGAGCTCTCCAGGGCCGACTGTGGTGAGGCACCCAGAGGGATTTTGTCCAAGGGACCT 
CAGCAATCAGGGAAGGAGGCACCCCCAAATCCCTGAGCTGTGTTTGTTGGTGTAT TAAA TAAA 
GTTTTTGGACTCTTCAGGAAGGGGCTCCCTTGACCTAGGTTGCAATATGGAAAAGGAGCCAAC 
CTGAGGGGTGACGAGACTGAGCTGAGGACACTGGTTTTCTGCCTTTCCCTGAGAGAGACTCAG 
TGAGGGTGGGCTGGGAGCCCTGGAAGCCCCCTCAAATGGGTGGGAAGGTGCCAGCCATCCTTG 
AGAAGGGCAACCCTCTCCATGTGAGCACAGGCACCAGAGAGGGGCAGGCGCCTGGAGGGTACC 
GGGGCACCCCCAGCTGCCCATGGCTGGACTTGCCCTTTGACAAGGGGCCCTCCCAGTGTCATT 
TGTATCTGTCAGTACTCTTGGTTGCAAGGGACAGAAACCCTTAAGTAGTTCAAGCAT^AAAAGG 
ATTGGCTCATGTAACTCAAAAGTAT7\AGTGATTTCAGGCCGGGCTCGGTGGCTCACGCCTGTC 
ATCCAACACCTTGAGAAAGCCGAGGTGGGCGGATCACTTGAGGTCGGGAGTTTGAGACCAGCC 
TGGCCAACATGGCAAAACCCCGTCTCTACTAAAAATACAAAAATTAGCCGGGTGTGGTGGCAC 
ACGCCTGTAGTCGCAGCTAGTAGGGAGGCTGAGGCAGGAGAATCGCTTGAACCCAGGAGGCGG 
AGGTTGCAGTGAGCCGAGATTGTGTCACTGCCCTCCAGCCTGGGCGACAGAGCCAGATTCTGT 
CTC 
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mgchvatsthvawllvlis hpwgqvnrlpfftnhffdtyllisedtpvgssvtqllaqdmdnd 
plvfgvsgeeasrffavep. rgwwlrqpldretkseftvefsvsdhqgvitrkvniqvgdvn 
dnaptfhnqpysvripentf 'gtpi fivnatdpdlgaggsvlysfqppsqffaidsargivtv 
ireldyettqayqltvnAtd /dktrplstlanlaiiitdvqdmdpifinlpystniyehsppg 
ttvriitaidqdkgrprisigy :'ivsgntnsifaldyisgvltlnglldrenplyshgfiltvk 
gtelnddrtpsdatvttv^fnil vidindnapefnsseysvaitelaqvgfalplfiqvvdkde 
nlglnsmfevylvgnnsiihfii.3ptsvqgkadirirvaipldyetvdrydfdlfanesvpdhv 
gyakvkitlinendnrp: fsqplynislyenvtvgtsvltvlvsprftagplsspgptvvrhp 
egfcprdlsnqgrrhpqi pelcli vy 

Important features of the protein: 
Signal peptide: 

amino acids 1-23 
Transmembrane domal i : 
amino acids. 355-374 " 
N-glycosylation s±t/c i5 , 

amino acids 155-159, 20';-210, 349-353, 393-397, 434-438, 466-470, 
472-476 

N-myristoylation sites . 

amino acids 2-8, 49-55, 162-168, 270-276, 278-284, 316-322 
Amldatlon site, 
amino acids 515-519 

Prokaryotlc membrane 11;^} protein lipid attachment site, 

amino acids 11-22 
Leucine zipper pattern. 

amino acids 298-320 

PTS HPR component serlne| phosphorylation site signature. 

amino acids 377-393 

Cadherlns extracellular i epeated domain signature . 

amino acids 120-131, 336-1.347 
Cadherlns extracellular 1 

amino acids 120-144, 335-1 60 
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GTGGGCCGCCCCTGCTGCTGCCGTCCATGCTGATGTT rGOGGTGATCGTGGCCTCCAGCGGGC 
TGCTGCTCATGATCGAGCGGGGCATCCTGGCCGAGT^ .'GAAGCCCCTGCCGCTGCACCCGCCCG 
GCCGCGAGGGCACAGCCTGGCGCGGGAAAGCCCCC/^ AGCCTGfr^GGGCCTGTCCCTCAGGGCTG 



AGCCAGGCATGCCCCGGGACCCCTGGGACTTGCCG ^TGG'^GCAGCGGCGCACCCTGCTGCGCC 
ACATCCTCGTAAGTGACCGTTACCGCTTCCTCTAC TGCT ICGTCCCCAAGGTGGCCTGCTCTA 
ACTGGAAGCGGGTGATGAAGGTGCTGGCAGGCGT :CTGG /^CAGCGTGGACGTCCGCCTCAAGA 
TGGACCACCGCAGTGACCTGGTGTTCCTGGCCG/ .CCTGC GGCCTGAGGAGATTCGCTACCGCC 
TGCAGCACTACTTTAAGTTCCTGTTTGTGCGGGAGCCC^: TGGAACGCCTCCTCTCTGCCTACC 
GCAACAAGTTTGGCGAGATCCGAGAGTACCAGrjAACGC: ATGGGGCTGAGATAGTGAGGCGGT 
ACAGGGCTGGAGCGGGGCCCAGCCCTGCAGGr,GACGAT' iTCACATTCCCCGAGTTCCTGAGAT 
ACCTGGTGGATGAGGACCCTGAGCGCATGAJ' IGAGCAT rGGATGCCCGTGTACCACCTGTGCC 
AGCCTTGTGCCGTGCACTATGACTTTGTGG'^CTCCTA'' GAGAGGCTGGAGGCTGATGCAAATC 
AGGTGCTGGAGTGGGTACGGGCACCACCTCACGTCCG: iTTTCCAGCTCGCCAGGCCTGGTACC 
GGCCAGCCAGCCCCGAAAGCCTGCATTACCACTTGTG :aGTGCCCCCCGGGCCCTGCTGCAGG 
ATGTGCTGCCTAAGTATATCCTGGACTTCTCCCT TGCCTACCCACTGCCTAATGTCACCA 
AGGAGGCGTGTCAGCAGTGACCATGGGTGTGGGG :C iGCAGCTGGTGGGGACTGGTTTCAACG 
CCAGCTTTCTGTGCTTCTGCCTGTCATTCGGAGA AA :tctggctctggggcttggggcttctc 
AGGATCCTGGATGGCAGAGACTGCCCTCAGAAGI TC :TTGTCCAGGGTGGGCACCCACAGTGA 
ctcagaggacagggctaggcaggagacctgctg :tc CTCATTGGGGGGATCTCTTGGGGGGCA 
GACACCAGTTTGCCAATGAAGCAACACATCTG7 TC^AAAGACTGGCTCCAGACCCCGGGCTGC 
CAGGATTATGCAGTCCACTTGGTCTACCTTAA' ttaacctgtggccaaactcagagatggtac 
CAGCCAGGGGCAAGCATGACCAGAGCCAGGGA :CC|rGTGGCTCTGATCCCCCATTTATCCACC 
CCATGTGCCTCAGGACTAGAGTGAGCAATCAT \c|:TTATAAATGACTTTTGTGCCTTTCTGCT 
CCAGTCTC7UVAATTTCCTACACCTGCCAGTTC TtI ACATTTTTCCAAGGAAAGGAAAACGGAA 

gcagggttcttgcctggtagctccaggaccc;.gc1 ctgcaggcacccaaagaccctctgtgcc 
cagcctcttccttgagttctcggaacctcct jcq "aattctcccttccttccccacaaggcct 
ttgaggttgtgactgtggctggtatatctggctg :catttttctgatgcatttatttaaaatt 

TGTACTTTTTGATAGAACCCTTGTAAGGGCTTTC :TTTCCTAATAGCTGACTTTTTAATAAAG 
C AGT T T TAT AT AT 



gggacgcggacttgcaagtgcggcaggacgtccgg. aca:;gaccctgcgggcggtgtgcggac 
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FIGURE 132 

MLMFAVIVASSGLLLMIERGILAEMKPLPLHPPGREGTAWRGKAPKPGGLSLRAGDADLQVRQ 
DVRNRTLRAVCGQPGMPRDPWDLPVGQRRTLLRHILVSDRYRFLYCYVPKVACSNWKRVMKVL 
AGVLDSVDVRLKMDHRSDLVFLADLRPEEIRYRLQHYFKFLFVREPLERLLSAYRNKFGEIRE 
YQQRYGAEIVRRYRAGAGPSPAGDDVTFPEFLRYLVDEDPERMNEHWMPVYHLCQPCAVHYDF 
VGSYERLEADANQVLEWVRAPPHVRFPARQAWYRPASPESLHYHLCSAPRALLQDVLPKYILD 
FSLFAYPLPNVTKEACQQ ■ 

Important features of the protein: 
Signal peptide: 

amino acids 1-23 

N-glycosylation sites . 

amino acids 67-71, 325-329 

Tyrosine kinase phosphorylation sites . 

amino acids 152-159, 183-183 

N-myristoylation sites . 

amino acids 89-95, 128-134 
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FIGURE 133 

CGGCAGTTCTGGCCCCTGCAGCTGGAGGTACCCTGAGTTCTGAGGGTCGTAGTGCTGTTTCTG 
GTATTCTCATCGCGGTCACCTCTACCGGTGTGGACAAGTAAAGTTTGAATCAGCTTCTCCATG 
GCCTGGGCACCAGTTCCCGGCTGAGCCATTTTCCTTTTGGCTAAAAGTCCCCGCCCAGAGGCC 
AATTCGTCGCGGCGGCGGTGGAGATCGCAGGTCGCTCAGGCTTGCAGATGGGTCAAGGGTTGT 
GGAGAGTGGTCAG7VAACCAGCAGCTGCAACAAGAAGGCTACAGTGAGCAAGGCTACCTCACCA 
GAGAGCAGAGCAGGAGAATGGATGCGAGCAACATTTCTAACACCAATCATCGTAAACAAGTCC 
AAGGAGGCATTGACATATATCATCTTTTGAAGGCAAGGAAATCGAAAGAACAGGAAGGATTCA 
TTAATTTGG7U\ATGTTGCCTCCTGAGCTAAGCTTTACCATCTTGTCCTACCTGAATGCAACTG 
ACCTTTGCTTGGCTTCATGTGTTTGGCAGGACCTTGCGAATGATGAACTTCTCTGGCAAGGGT 
TGTGCAAATCCACTTGGGGTCACTGTTCCATATACAATAAGAACCCACCTTTAGGATTTTCTT 
TTAGAAAATTGTATATGCAGCTGGATG7y\GGCAGCCTCACCTTTAATGCC7y\CCCAGATGAGG 
GAGTGAACTACTTTATGTCCAAGGGTATCCTGGATGATTCGCCAAAGGAAATAGCAAAGTTTA 
TCTTCTGTACAAGAACACTAAATTGGAAAAAACTGAGAATCTATCTTGATGAAAGGAGAGATG 
TCTTGGATGACCTTGTAACATTGCATAATTTTAGAAATCAGTTCTTGCCAAATGCACTGAGAG 
AATTTTTTCGTCATATCCATGCCCCTGAAGAGCGTGGAGAGTATCTTGAAACTCTTATAACAA 
AGTTCTCACATAGATTCTGTGCTTGCAACCCTGATTTAATGCGAGAACTTGGCCTTAGTCCTG 
ATGCTGTCTATGTACTGTGCTACTCTTTGATTCTACTTTCCATTGACCTCACTAGCCCTCATG 
TGAAGAATAAAATGTCAAAAAGGGAATTTATTCGAAATACCCGTCGCGCTGCTCAAAATATTA 
GTGAAGATTTTGTAGGGCATCTTTATGACAATATCTACCTTATTGGCCATGTGGCTGCATAAA 
AAGCACAATTGCTAGGACTTCAGTTTTTACTTCAGACTAAAGCTACCCAAGGACTTAGCAGAT 
ATGGGGGTTACATCAGTGCTGGTCATTGTAGCCTGAGTATACAATCAAGCTTCAGTGTGCAAC 
CTTTTTTTCTTTTGCCATTTTCTATTTTAGTAATTTCCTTGGGGAACTAAATAATTTTGCAGA 
ATTTTTCCTAATTTTGTTTATCACGTTTTGCACAAAGCAGAGCCACTGTCTAACACAGCTGTT 
AACGAATGATAAACTGACATTATACTCTAAAAGATGGTGTATTTGTGCATTAGATTTGCCTGA 
AAAACTTTATCCATTTCCATTCTTTATACAAATACCATGTAATGTGTACATATTTAACTAAAG 
AGATTTATAGTCATAATTATTTTATTGTAAAGATTTTAACTAAAGTTTTTCCTTTTCTCTC 
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FIGURE 134 

MGQGLWRWRNQQLQQEGYSEQGYLTREQSRRMDASNISNTNHRKQVQGGIDIYHLLKARKSK 
EQEGFINLEMLPPELSFTILSYLNATDLCLASCVWQDLANDELLWQGLCKSTWGHCSIYNKNP 
PLGFSFRKLYMQLDEGSLTFNANPDEGVNYFMSKGILDDSPKEIAKFIFCTRTLNWKKLRIYL 
DERRDVLDDLVTLHNFRNQFLPNALREFFRHIHAPEERGEYLETLITKFSHRFCACNPDLMRE 
LGLSPDAVYVLCYSLILLSIDLTSPHVKNKMSKREFIRNTRRAAQNISEDFVGHLYDNIYLIG 
HVi\A 

Important features of the protein: 
Transmembrane domain : 

amino acids 253-272 

N-glycosylatlon sites . 

amino acids 37-41, 87-91, 298-302 

N-myrlstoylatlon site . 

amino acids 110-116 
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FIGURE 135 

GGCACGAGGGAGCCTCCGTTAGGGGGTGGGAAAGGACTTTGCCATAGGTCGCTGAGGCCACCA 

TCTGCTCTCTTACTGGCCAAGGGCGTAAAAAGATAGTCTTCCCATTAGCTAGAGAGCAAACCC 

CAGAAAGCCTATTGGCTGCGCCGTCCGCGGGCCTTGGTCCGCTTTGAAGGCGGGCTGCGGCTG 

CGAGAGGAGGGCGGGCGGGAGGCTAGCTGTTGTCGTGGTTGCTCGGAGGCACGTGTGCAGTCC 

CGGAAGCGGCGAGGGGAAACTGCTCCGCGCGCGCCGCGGGAGGAGGAACCGCCCGGTCCTTTA 

GGGTCCGGGCCCGGCCGGGCCATGGATTCAATGCCTGAGCCCGCGTCCCGCTGTCTTCTGCTT 

CTTCCCTTGCTGCTGCTGCTGCTGCTGCTGCTGCCGGCCCCGGAGCTGGGCCCGAGCCAGGCC 

GGAGCTGAGGAGAACGACTGGGTTCGCCTGCCCAGCAAATGCGAAGTGTGTAAATATGTTGCT 

GTGGAGCTGAAGTCAGCCTTTGAGGAAACCGGCAAGACCAAGGAGGTGATTGGCACGGGCTAT 

GGCATCCTGGACCAGAAGGCCTCTGGAGTCAAATACACCAAGTCGGACTTGCGGTTAATCGAA 

GTCACTGAGACCATTTGCAAGAGGCTCCTGGATTATAGCCTGCACAAGGAGAGGACCGGCAGC 

AATCGATTTGCCAAGGGCATGTCAGAGACCTTTGAGACATTACACAACCTGGTACACAAAGGG 

GTCAAGGTGGTGATGGACATCCCCTATGAGCTGTGGAACGAGACTTCTGCAGAGGTGGCTGAC 

CTCAAGAAGCAGTGTGATGTGCTGGTGGAAGAGTTTGAGGAGGTGATCGAGGACTGGTACAGG 

AACCACCAGGAGGAAGACCTGACTGAATTCCTCTGCGCCAACCACGTGCTGAAGGGAAAAGAC 

ACCAGTTGCCTGGCAGAGCAGTGGTCCGGCAAGAAGGGAGACACAGCTGCCCTGGGAGGGAAG 

AAGTCCAAGAAGAAGAGCAGCAGGGCCAAGGCAGCAGGCGGCAGGAGTAGCAGCAGCAAACAA 

AGGAAGGAGCTGGGTGGCCTTGAGGGAGACCCCAGCCCCGAGGAGGATGAGGGCATCCAGAAG 

GCATCCCCTCTCACACACAGCCCCCCTGATGAGCTCTGAGCCCACCCAGCATCCTCTGTCCTG 

AGACCCCTGATTTTGAAGCTGAGGAGTCAGGGGCATGGCTCTGGCAGGCCGGGATGGCCCCGC 

AGCCTTCAGCCCCTCCTTGCCTTGGCTGTGCCCTCTTCTGCCAAGGAAAGACACT^GCCCCAG 

GAAGAACTCAGAGCCGTCATGGGTAGCCCACGCCGTCCTTTCCCCTCCCCAAGTGTTTCTCTC 

CTGACCCAGGGTTCAGGCAGGCCTTGTGGTTTCAGGACTGCAAGGACTCCAGTGTGAACTCAG 

GAGGGGCAGGTGTCAGAACTGGGCACCAGGACTGGAGCCCCCTCCGGAGACCAAACTCACCAT 

CCCTCAGTCCTCCCCAACAGGGTACTAGGACTGCAGCCCCCTGTAGCTCCTCTCTGCTTACCC 

CTCCTGTGGACACCTTGCACTCTGCCTGGCCCTTCCCAGAGCCCAAAGAGTAAAAATGTTCTG 

GT T C T G AT T T CT G AAAAAAAAAAAAAAAAAAAT T C C T 
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FIGURE 136 



MDSMPEPASRCLLLLPLLLLLLLLLPAPELGPSQAGAEENDWVRLPSKCEVCKYVAVELKSAF 
EETGKTKEVIGTGYGILDQKASGVKYTKSDLRLIEVTETICKRLLDYSLHKERTGSNRFAKGM 
SETFETLHNLVHKGVKWMDIPYELWNETSAEVADLKKQCDVLVEEFEEVIEDWYRNHQEEDL 
TEFLCANHVLKGKDTSCLAEQWSGKKGDTAALGGKKSKKKSSRAKAAGGRSSSSKQRKELGGL 
EGDPSPEEDEGIQKASPLTHSPPDEL 



Xmport:ani: £eat:ures of the protein: 
Signal peptide : 

amino acids 1-26 

N-glycosylation site . 

amino acids 153-157 

cAMP- and cGMP-dependent protein kinase phosphorylation sites . 

amino acids 227-231, '228-232 

Tyrosine kinase phosphorylation site. 

amino acids 142-150 

N-myristoylation sites . 

amino acids 36-42, 74-80, 86-92, 125-131, 222-228, 237-243, 
250-256, 263-269 

J^idation sites. 

amino acids 212-216, 222-226 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 62-70 
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FIGURE 137 



CACGCCTCCCGCTGCCAGCCCGGCACCGGGATCTTAATCAGTCACTATGAAAACTCATTAGCT 
CCACAGCAATGAGTCCTCCACTGCTGAAGCTTGGCGCTGTGCTTAGTACCATGGCAATGATCT 
CAAACTGGATGTCCCAAACTCTCCCATCCTTGGTGGGACTGAACACCACGAGGCTGTCGACTC 
CGGATACCTTAACTCAGATTAGTCCTAAAGAAGGGTGGCAGGTGTACAGCTCAGCTCAGGATC 
CTGATGGGCGGTGCATTTGCACAGTTGTTGCTCCAGAACAAAACCTGTGTTCCCGGGATGCCA 
AAAGCAGGCAACTTCGCCAACTACTGGAAAAGGTTCAGAACATGTCCCAGTCTATTGAAGTCT 
TAAACTTGAGAACTCAGAGAGATTTCCAATATGTTTTAAAAATGGAAACCCAAATGAAAGGGC 
TGAAGGCAAAATTTCGGCAGATTGAAGATGATCGAAAGACACTTATGACCAAGCATTTTCAGG 
AGTTGAAAGAGAAAATGGACGAGCTCCTGCCTTTGATCCCCGTGCTGGAACAGTACAAAACAG 
ATGCTAAGTTAATCACCCAGTTCAAGGAGGAAATAAGGAATCTGTCTGCTGTCCTCACTGGTA 
TTCAGGAGGAAATTGGTGCCTATGACTACGAGGAACTACACCAAAGAGTGCTGAGCTTGGAAA 
CAAGACTTCGTGACTGCATGAAAAAGCTAACATGTGGCATy^CTGATGAAAATCACAGGCCCAG 
TTACAGTCAAGACATCTGGAACCCGATTTGGTGCTTGGATGACAGACCCTTTAGCATCTGAGA 
AAAACAACAGAGTCTGGTACATGGACAGTTATACTAACAATAAAATTGTTCGTGAATACAAAT 
CAATTGCAGACTTTGTCAGTGGGGCTGAATCAAGGACATACAACCTTCeTTTCAAGTGGGCAG 
GAACTAACCATGTTGTCTACAATGGCTCACTCTATTTTT^CAAGTATCAGAGTAATATCATCA 
TCAAATACAGCTTTGATATGGGGAGAGTGCTTGCCCAACGAAGCCTGGAGTATGCTGGTTTTC 
ATAATGTTTACCCCTACACATGGGGTGGATTCTCTGACATCGACCTAATGGCTGATGAAATCG 
GGCTGTGGGCTGTGTATGCAACTAACCAGTiLATGCAGGCAATATTGTCATCAGCCAACTTAACC 
AAGATACCTTGGAGGTGATGAAGAGCTGGAGCACTGGCTACCCCT^GAGAAGTGCAGGGGAAT 
CTTTCATGATCTGTGGGACACTGTATGTCACCAACTCCCACTTAACTGGAGCCAAGGTGTATT 
ATTCCTATTCCACCAAAACCTCCACATATGAGTACACAGACATTCCCXTCCATAACCAATACT 
TTCACATATCCATGCTTGACTACAATGCAAGAGATCGAGCTCTCTATG'CCTGGAACAATGGCC 
ACCAGGTGCTGTTCAATGTCACCCTTTTCCATATCATCAAGACAGAGGATGACACA TAG GCAA 
ATGTGACATGTTTTCATTGATTTAAACAGTGTGATTTGTGATAAACTCTATAAGACCCCTTCC 
GTTTTTTTCTTCACTATTATTTTTCATCATTTCTCCAAAGCAAAGCATTTTTATTGTAAAGTT 
GGTGTTTCAAAAACATAGCTGAGCTTGTCTAACTTACCATGTTGGAAACACATCTTAACTTCT 
AAATTTACAAGGCCTATCATGTCCTTGTCATGAAAAGCACTAAAAAAAAAAAAGAGTTTAAGT 
GGCTAAAGTCATAGTTTTGCAAGAGATTAATGATCTGCCTTATATTAGAGTCAGAGACTAATG 
GTGGCTTAAATGCACGAATGTCTTTTTTTTTAAAACTGTCATTTTTTACTGTCTTTTGCTCCA 
TCTCAGGAAATATTTTGGTAGGAATTAGGAGAACAAAAAGCACTTTTATCCCATTTATTTCTT 
TAATVAAATGTAAGGATTTCATTTATATTGAAAAATAATATTAATCATTTTGCTGTTAACACAA 
TTCTCTGATGCGGTGCTGTACAGTCATTTTTAAATCTCTTGCTAACATTTTATTGGCAGTATG 
TATTTCTACCATTGTAACCACCATTGTGCTATTGTATCTCTTCACTTCTGTGAAAGTAATATT 
TTTTATAAAANACACTGNAATTTTAAAAAAAAAAAAAA7WU^CAAA7\AAAAAAAAAAAAAAAAAA 
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FIGURE 138 

MSPPLLKLGAVLSTMAMISNWMSQTLPSLVGLNTTRLSTPDTLTQISPKEGWQVYSSAQDPDG 
RCICTVVAPEQNLCSRDAKSRQLRQLLEKVQNMSQSIEVLNLRTQRDFQYVLKMETQMKGLKA 
KFRQIEDDRKTLMTKHFQELKEPCMDELLPLIPVLEQYKTDAKLITQFKEEIRNLSAVLTGIQE 
EIGAYDYEELHQRVLSLETRLRDCMKKLTCGKLMKITGPVTVKTSGTRFGAWMTDPLASEKNN 
RVWYMDSYTNNKIVREYKSIADFVSGAESRTYNLPFKWAGTNHVVYNGSLYFNKYQSNIIIKY 
SFDMGRVLAQRSLEYAGFHNVYPYTWGGFSDIDLMADEIGLWAVYATNQNAGNIVISQLNQDT 
LEVMKSWSTGYPKRSAGESFMICGTLYVTNSHLTGAKVYYSYSTKTSTYEYTDIPFHNQYFHI 
S ML D YN ARDRAL YAWNN GHQ VL FN VT L FH 1 1 KT E D DT 

Important features of the protein: 
Signal peptide: 

amino acids 1-16 

N-glycosylation sites. 

amino, acids 33-37, 95-99, 179-183, 299-303, 465-469 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 215-219 

Tyrosine kinase phosphorylation site. 

amino acids 10.6-114 

N-myristoyiation sites . 

amino acids 9-15, 31-37, 235-241, 239-245 
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FIGURE 139 

GAAGCAGTGCAGAGAGGAGAGCGGAGCGGAGCTGCCGCTGAGCAAAGGCCTTCACC ATG GCCG 
AGTCCCCCGGCTGCTGCTCCGTCTGGGCCCGCTGCCTCCACTGCCTGTATAGCTGCCACTGGA 
GGAAATGCCCCAGAGAGAGGATGCAAACCAGCAAGTGCGACTGTATCTGGTTTGGCCTGCTCT 
TCCTCACCTTCCTCCTTTCCCTGAGCTGGCTGTACATCGGGCTCGTCCTTCTCAATGACCTGC 
ACAACTTCAATGAATTCCTCTTCCGCCGCTGGGGACACTGGATGGACTGGTCCCTGGCATTCC 
TGCTGGTCATCTCTCTACTGGTCACATATGCATCCTTGCTATTGGTCGTGGCCCTGCTCCTGC 
GGCTTTGTAGACAGCCCCTGCATCTGCACAGCCTCCACAAGGTGCTGCTGCTCCTCATTATGC 
TGCTTGTGGCGGCTGGCCTTGTGGGACTGGACATCCAATGGCAGCAGGAGTGGCATAGCTTGC 
GTGTGTCACTGeAGGCCACAGCCCCATTCCTTCATATTGGAGCAGCCGCTGGAATTGCCCTCC 
TGGCCTGGCCTGTGGCTGATACCTTCTACCGTATCCACCGAAGAGGTCCCAAGATTCTGCTAC 
TGCTCCTATTTTTTGGAGTTGTCCTGGTCATCTACTTGGCCCCCCTATGCATCTCCTCACCCT 
GCATCATGGAACCCAGAGACTTACCACCCAAGCCTGGGCTGGTGGGACACCGAGGGGCCCCCA 
TGCTGGCTCCCGAGAACACCCTGATGTCCTTGCGGAAGACAGCTGAATGCGGAGCTACTGTGT 
TTGAGACTGATGTGATGGTCAGCTCCGATGGGGTCCCCTTCCTCATGCATGATGAGCACCTCA 
GCAGGACCACGAATGTAGCCTCTGTATTCCCAACCCGAATCACAGCCCACAGCAGTGACTTCT 
CCTGGACTGAACTGAAGAGACTCAATGCTGGATCCTGGTTCCTAGAGAGGCGACCCTTCTGGG 
GGGCCAAACCGCTGGCAGGCCCTGATCAGAAAGAGGCTGAGAGTCAGACGGTACCAGCATTAG 
AAGAGCTATTGGAGGAAGCTGCAGCCCTCAACCTTTCCATCATGTTCGACTTGCGCCGACCCC 
CACAGAACCACACATACTATGACACTTTTGTGATCCAGACATTGGAGACTGTGCTGAATGCAA 
GGGTGCCCCAAGCCATGGTCTTTTGGCTACCAGATGAAGATCGGGCTAATGTCC7\ACGACGGG 
CACCTGGAATGCGCCAGATATATGGACGTCAGGGAGGCAACAGAACGGAGAGGCCCCAGTTTC 
TTAACCTCCCCTATCAAGATCTGCCACTATTGGATATCAAGGCATTGCATAAGGATAATGTCT 
CGGTGAACCTATTTGTAGTGAACAAGCCCTGGCTCTTCTCTCTGCTTTGGTGTGCAGGGGTGG 
ATTCGGTCACCACCAACGACTGCCAGCTGCTGCAGCAGATGCGTTACCCTATCTGGCTTATTA 
CCCCTCAZy^CCTACCTAATCATATGGGTCATTACCAATTGTGTTTCCACCATGCTGCTTTTGT 
GGACCTTCCTCCTCCAAAGGAGATTTGTTAAGT^AGAGAGGGAAAACTGGCTTAGAAACAGCAG 
TGCTGCTGACAAGGATCAACT^TTTCATGATGGAGTGAATGCCCTGCCCTGCTTCCCCACCCA 
AGCCAGTCTACATTGCCCAAACAGCAAGGGTTGGAGAGTGGCTTAAGTGGAATGCTTCAGGGG 
TGGTGGGTTGCAAGTGGGGGGAGCTTTGCCAACAGGAGGTTTTGAACCATGAGGGCCCTCTGC 
CCAGGTGATGGGCATTCCCTAAGCTGCTATGGAATCTGCTCCCTTTGGGGTTTTGACCTGAGA 
TGTTTGGGAAGAGAGTGAGTAATGAGAAGTTTCTCCTCAAATGAAACTAGAACAGAGGAAGTA 
AAAGGGAGATTGCTCGGA 
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FIGURE 140 
maespgI csvwarclhclyschwrkcprermqtskcdciwfgllfltfllslswlyiglvlln 

DLHNFnI ?LFRFIWGHWMDWSLAFLLVISLLVTYASLLLVLALLLRLCRQPLHLHSLHKVLLLL 
IMLLVaI :3LVGLDIQWQQEWHSLRVSLQATAPFLHIGAAAGIALLAWPVADTFYRIHRRGPKI 
LLLLLFB ^ VVLVI YLAPLCISSPCIMEPRDLPPKPGLVGHRGAPMLAPENTLMSLRKTAECGA 
tvfetdvI '/SSDGVPFLMHDEHLSRTTNVASVFPTRITAHSSDFSWTELKRLNAGSWFLERRP 
fwgakplI * PDQKEAESQTVPALEELLEEAAALNLSIMFDLRRPPQNHTYYDTFVIQTLETVL 
NARVPQAM rWLPDEDRANVQRRAPGMRQIYGRQGGNRTERPQFLNLPYQDLPLLDIKALHKD 
NVSVNLFVI IKPWLFSLLWCAGVDSVTTNDCQLLQQMRYPIWLITPQTYLIIWVITNCVSTML 
LLWTFLLQH iFVKKRGKTGLETAVLLTRINNFMME 



XaiportantI features of the protein: 
Transxnembl me domains: 

amino acli ; 38-60, 83-107, 122-138, 156-173, 189-210, 484-506 



N-glycosy] 



arnino acic 



tion sites . 

349-353, 362-366, 415-419, 442-446 



N-myristoyj tion sites . 

amino acid! .63-169, 413-419, 523-529 



Leucine zij pattern, 



amino acid 



93-115, 109-131 



Glutamin«r c| aide transferases class-II active site. 

si i-i;* 



amino ac ds 
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FIGURE 141 



GCCGCCGGCCCGGGCTGGAGCCGAGCGCAGCAGCCACCGCCGCCGCCGCGCCAGAAGTTTGf; 
TGCCGGGAGGAAACTTTTTTCTTTTTTCCCCCTCCCTCCCGGGAGGAGGAGGAGGAGGAGG 
CCGGCGCCAAGGCTCGTGGGCTCGGGGTCGGCGCGGCCCGCAGAAGGGGCGGGGGCCTCGC: 
CGCGCCCCGGGGGCCCCGAGAGGGGCGGTGAGGACCGCGGGCTGCTGGTGCGGCGGCGGCG 
CGCAGGGGAGGGCGCCCGCCCCGCTCCCGGCCCGGCTGCGAGGAGGAGGCGGCGGCGGCGC' 
GGTGGCGGGGGACAGGGGGTTGGCCGGCTGCGGGCACCTCCTGGTCTCGCTGCTGGGGCTC 
GCGCTCCGGCACCCGGGCGCTGGTCTGCCTGCCCTGTGACGAGTCCAAGTGCGAGGAGCO: 
GAGCATCGTGCAGGGCGTCTGCGGCTGCTGCTACACGTGCGCCAGCCAGAGGAACGAGAG 
CGGGATTTACGGAACCTGCGACCGGGGGCTGCGTTGTGTCATCCGCCCCCCGCTCAATGGj 
GTACGAAGCGGGCGTTTGCGAAGATGAGAACTGGACTGATGACCAACTGCTTGGTTTTAjj 
CCTTATTGCTGGCTGCAATATAATCAATGGGAAATGTGAATGTAACACCATTCGAAC CT( 
GTTTCCAAGTCAGGATATGTGCCTTTCAGCTTTAAAGAGAATTGAAGAAGAGAAGCC AG 
CTGTGAAGTCCAGTTCTCTCCACGTTGTCCTGAAGATTCTGTTCTGATCGAGGGTTJ TG 



CTGTCCCTTACCCAGCCGCTGCGTGTGCAACCCCGCAGGCTGTCTGCGCAAAGTCT- iCC 
CATACTAGTGTCAAAAGCCTCAGGGAAGCCGGGAGAGTGCTGTGACCTCTATGAGT ;Ci 
GGACTGCAGGACTGTGGAATGCCCTCCTGTTCAGCAGACCGCGTGTCCCCCGGACA ;C 
ACTAACTGCAGATGGTTGCTGTACTTTGCCAACAAGATGCGAGTGTCTCTCTGGCT :A' 

tgaggtgggatccactccccgcatagtctctcgtggcgatgggacacctggaaaga ;c 
tgttaatgatacaaagccagcctgcgtatttaacaatgtggaatattatgatggac ' \c 
ctgtcggttctgtcgatgccaagggggcgttgccatctgcttcactgcccagtgt: 3T 
gtactacgtgcccgaaggagagtgctgcccagtgtgtgaagatccagtgtatcct': tt| 
ctatgccaatggcctgatccttgcccacggagaccggtggcgggaagacgactgc. .c 
cggtgaacgccactgcgttgcgaccgtctgcggacagacctgcacaaaccctgtg jkt'l 
ccctgtgtgcgaagaaccaaccatcatcacagttgatccacctgcatgtggggag :ta 

AGGGAAGGACTGCATTAATGGTTTCAAACGCGATCACAATGGTTGTCGGACCTGT :Ac] 
ACTATGTTCAGAAGGTAAACAAGGCTGCACCTTGAACTGTCCCTTCGGTTTCCT^ kCl\ 
GATCTGTGAGTGCCGCCCAAGGCCCAAGAAGTGCAGACCCATAATCTGTGACAAi' TAT 
GAAGAATAAGCACGGCTGTGACATCTGTCGCTGTAAGAAATGTCCAGAGCTCTC ..TGq 

gggtttccagcaggacagtcacggctgtcttatctgcaagtgcagagaggcctc ,'gc 
cctgtcgggcacttgtctcaccgtggatggtcatcatcataaaaatgaggagac :tg:\ 
atgctactgtctcaatggacgggaaatgtgtgccctgatcacctgcccggtgcc rgcci 

TCACCCTGGACAGTGCTGCCCATCATGTGCAGATGACTTTGTGGTGCAGAAGC^' aga 
TTGCCACGCCCCTGGAGGAGAATACTTTGTGGAAGGAGAAACGTGGAACATTG .CTC-.1 

ccacagcggacgggtgctgtgtgagacagaggtgtgcccaccgctgctctgcc ^ga; 

TTCCTGCTGCCCACAGTGTACAGATCAACCTTTTCGGCCTTCCTTGTCCCGC;^ ATAA.^i 
CA;^iAAATGATGAAGGGGATATATTCCTGGCAGCTGAGTCCTGGAAGCCTGACC tttg 
TGATAGCGTAATTAGCTGTTTCTCTGAGTCCTGCCCTTCTGTATCCTGTGAA iGACC 

gtgttgtccctactgcatagaagacacaattccaaagaaggtggtgtgccacttcag 
cgaggagcggtgggaccttgacagctgcacccactgctactgcctgcagggc cagac 

CTGCCCCCCTCTGCCCTGTGTTGAGCCCATCAACGTGGAAGGAAGTTGCTGv :CCAAT 
CCCAGAACCAACCAATATACCCATTGAGAAGACAAACCATCGAGGAGAGGT fGACCT 
CACGCCTAGTGAAAATGATATCGTCCATCTCCCTAGAGATATGGGTCACCj. ccaggi 
GCTGCACCCAAGTGAAGATTCTTCACTGGACTCCATTGCCTCAGTTGTGG'' TCCCAa' 
TATAATAGCATTCCTATTCATCAATCAGAAGAAACAGTGGATACCACTGCfTTGCTcj 
GCCTTCTTCCTTAAATAATCAGCTAGTATCTGTGGACTGCAAGAAAGGA.2^CCAGAGj[' 
GAGAATGCTAAGAATTGCAGAACCAGATGCAAGATTCAGTGGCTTCTAC: iGCATGCi 
GGCAGACAATTTCTACCAAACAGTGTGAAGAAAGGCAACTAGGATGAGG TTTCTUU^l.) 
CTGCTCTAAAAAGTAAACTAGAATTTGTGCACTTGCTTAGTGGATTGT7^.TTGGATt| 
TAAGACCTTACTGGGATGGGCTCTGTCTACAGCAATGTGCAGAACAAG JATTCCCaL 



gttgaaccggagc 

-GGGGAAGCTGCCG 
CCGCGAGGGGAGG 
CGCGTGTGCCCCG 
.GGAGGATGTACTT 

:tgctgctgctggc 
-.ggaactgcccggg 
:gcggcggcacctt 

jACTCCCTCACCGA 
:CCATGCAATGAAAA 
:AGCAATCCCTTTGA 

:tgctccaaggcccg 

'CCTCCTGGGGAGTG 
iCCGGGAAACCTGAA 
'iCCAGTTTTCGGCGT 
rGAAACTCAAGTCAG 
rGGTTTCCCCGTGTG 
TGATGTCTTTGAATG 
. GTTTCGAATGGACAA 
\GATAAACTGCGAGAG 
ATAATCCCGCTGGCTG 
rCTGCCAGTGCGTCAA 
rGCCTGGGGAGTGTTG 

jaaactgcactctgac 
.5cataaacaccgagga 
atgcccaaaactgtga 
3tccacttggattgct 
,gtaagatctgcccctt 
'cagctgggccacccat 
;acgatgggtgccggga 
:gtggcaaccccaccat 
;tcagtactccctccat 
:gtactcagtgcacctg 
^cctcacgcacccagga. 
agcgtacctaattactg 
■iccagctgcatctgcat 
3tcttgagaaaaggcca. 
3ggaaggcctatgccga 

CTCTGCTCGACCGTCAG 
TGTCCAGAAATGTATGT 
GAGGTTCCCCTGTGGCC 
.GATTACAGAGATAACAG 
LATTATATGCCTCTCTAT 
'.TAfCGAACACCAACTAA 
'PAGGTGGACAGTTCCCA 
AAACAGAACCATCTACA 
ACG G AAG AC GAG T AAAT 
GACTTGATGTACAGCGC 
TTTCCTCAAAAAA 
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FIGHRE 142 

MYLVAGDRGLAGCGHLLVSLLGLLLLLARSGTRALVCLPCDESKCEEPRNCPGSIVQGVCGCC 
YTCASQRNESCGGTFGIYGTCDRGLRCVIRPPLNGDSLTEYEAGVCEDENWTDDQLLGFKPCN 
ENLIAGCNIINGKCECNTIRTCSNPFEFPSQDMCLSALKRIEEEKPDCSKARCEVQFSPRCPE 
DSVLIEGYAPPGECCPLPSRCVCNPAGCLRKVCQPGNLNILVSKASGKPGECCDLYECKPVFG 
VDCRTVECPPVQQTACPPDSYETQVRLTADGCCTLPTRCECLSGLCGFPVCEVGSTPRIVSRG 
DGTPGKCCDVFECVNDTKPACVFNNVEYYDGDMFRMDNCRFCRCQGGVAICFTAQCGEINCER 
YYVPEGECCPVCEDPVYPFNNPAGCYANGLILAHGDRWREDDCTFCQCVNGERHCVATVCGQT 
CTNPVKVPGECCPVCEEPTIITVDPPACGELSNCTLTGKDCINGFKRDHNGCRTCQCINTEEL 
CSERKQGCTLNCPFGFLTDAQNCEICECRPRPKKCRPIICDKYCPLGLLKNKHGCDICRCKKC 
PELSCSKICPLGFQQDSHGCLICKCREASASAGPPILSGTCLTVDGHHHKNEESWHDGCRECY 
CLNGREMCALITCPVPACGNPTIHPGQCCPSCADDFVVQKPELSTPSICHAPGGEYFVEGETW 
NIDSCTQCTCHSGRVLCETEVCPPLLCQNPSRTQDSCCPQCTDQPFRPSLSRNNSVPNYCKND 
EGDIFLAAESWKPDVCTSCICIDSVISCFSESCPSVSCERPVLRKGQCCPYCIEDTIPKKWC 
HFSGKAYADEERWDLDSCTHCYCLQGQTLCSTVSCPPLPCVEPINVEGSCCPMCPEMYVPEPT 
NIPIEKTNHRGEVDLEVPLWPTPSENDIVHLPRDMGHLQVDYRDNRLHPSEDSSLDSIASVW 
PI I ICLSI I lAFLFINQKKQWI PLLCWYRTPTKPSSLNNQLVSVDCKKGTRVQVDSSQRMLRI 
AEPDARFSGFYSMQKQNHLQADNFYQTV 

Inrportent fea-tuires of the protein: 
Signal peptide : 
amino acids 1-34 
Transmembrane domain: 
amino acids 940-962 
N-glycosylation sites . 

amino acids 71-75, 113-117, 330-334, 474-478, 746-750 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 992-996 

N-myristoylation site. 

amino acids 9-15, 58-64, 61-67, 75-81, 79-85, 362-368, 402-408, 407-413, 
439-445, 492-498, 511-517, 551-557, 558-564, 586-592, 606-612, 625-631, 
845-851 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 52-63, 844-855 
Cell attachment sequence, 
amino acids 314-317 
Leucine zipper pattern. 

amino acids 3-25 

Eukaryotic thiol (cysteine) proteases cysteine active site. 

amino acids 57-69 

VWFC domain proteins. 

amino acids 448-456, 382-390 

C-terminal cystine knot proteins 

amino acids 60-86 
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FIGURE 143 

GACGTCTGGCCGGCTCCCGGCGAAGGGCAGCGGAGGAGCGGCCCAGAGCGCGCAGCTAGGGCA 
CTGGCGAAACCCCGGGACAGTCCCTCTCCGTGCGGGGGCGGCGCAGAGCAGTCCCATCCCCGG 
GGTCCCGGGCGCGGCTGACTGCCGGCTGGTTCCCTGCGCGCAGTAGCTCCCCGAGCCGGGCTG 
CACCGGAGGCGGCGAGATGGTCGCGCGCGTCGGCCTCCTGCTGCGCGCCCTGCAGCTGCTACT 
GTGGGGCCACCTGGACGCCCAGCCCGCGGAGCGCGGAGGCCAGGAGCTGCGCAAGGAGGCGGA 
GGCATTCCTAGAGAAGTACGGATACCTCAATGAACAGGTCCCCAAAGCTCCCACCTCCACTCG 
ATTCAGCGATGCCATCAGAGCGTTTCAGTGGGTGTCCCAGCTACCTGTCAGCGGCGTGTTGGA 
CCGCGCCACCCTGCGCCAGATGACTCGTCCCCGCTGCGGGGTTACAGATACCAACAGTTATGC 
GGCCTGGGCTGAGAGGATCAGTGACTTGTTTGCTAGACACCGGACCAAAATGAGGCGTAAGAA 
ACGCTTTGCAAAGCAAGGTAACAAATGGTACAAGCAGCACCTCTCCTACCGCCTGGTGAACTG 
GCCTGAGCATCTGCCGGAGCCGGCAGTTCGGGGCGCCGTGCGCGCCGCCTTCCAGTTGTGGAG 
CA.2iCGTCTCAGCGCTGGAGTTCTGGGAGGCCCCAGCCACAGGCCCCGCTGACATCCGGCTCAC 
CTTCTTCCAAGGGGACCACAACGATGGGCTGGGCAATGCCTTTGATGGCCCAGGGGGCGCCCT 
GGCGCACGCCTTCCTGCCCCGCCGCGGCGAAGCGCACTTCGACCAAGATGAGCGCTGGTCCCT 
GAGCCGCCGCCGCGGGCGCAACCTGTTCGTGGTGCTGGCGCACGAGATCGGTCACACGCTTGG 
CCTCACCCACTCGCCCGCGCCGCGCGCGCTCATGGCGCCCTACTACAAGAGGCTGGGCCGCGA 
CGCGCTGCTCAGCTGGGACGACGTGCTGGCCGTGCAGAGCCTGTATGGGAAGCCCCTAGGGGG 
CTCAGTGGCCGTCCAGCTCCCAGGAAAGCTGTTCACTGACTTTGAGACCTGGGACTCCTACAG 
CCCCCAAGGAAGGCGCCCTGAAACGCAGGGCCCTAAATACTGCCACTCTTCCTTCGATGCCAT 
CACTGTAGACAGGCAACAGCAACTGTACATTTTTAAAGGGAGCCATTTCTGGGAGGTGGCAGC 
TGATGGCAJVCGTCTCAGAGCCCCGTCCACTGCAGGAAAGATGGGTCGGGCTGCCCCCCAACAT 
TGAGGCTGCGGCAGTGTCATTGTVATGATGGAGATTTCTACTTCTTCAAAGGGGGTCGATGCTG 
GAGGTTCCGGGGCCCCAAGCCAGTGTGGGGTCTCCCACAGCTGTGCCGGGCAGGGGGCCTGCC 
CCGCCATCCTGACGCCGCCCTCTTCTTCCCTCCTCTGCGCCGCCTCATCCTCTTCAAGGGTGC 
CCGCTACTACGTGCTGGCCCGAGGGGGACTGCAAGTGGAGCCCTACTACCCCCGAAGTCTGCA 
GGACTGGGGAGGCATCCCTGAGGAGGTCAGCGGCGCCCTGCCGAGGCCCGATGGCTCCATCAT 
CTTCTTCCGAGATGACCGCTACTGGCGCCTCGACCAGGCCAAACTGCAGGCAACCACCTCGGG 
CCGCTGGGCCACCGAGCTGCCCTGGATGGGCTGCTGGCATGCCAACTCGGGGAGCGCCCTGTT 
CTGAAGGCACCTCCTCACCTCAGAAACTGGTGGTGCTCTCAGGGCAAT^TCATGTTCCCCACC 
CCCGGGGCAGAACCCCTCTTAGAAGCCTCTGAGTCCCTCTGCAGAAGACCGGGCAGCAAAGCC 
TCCATCTGGAAGTCTGTCTGCCTTTGTTCCTTGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAJ^lAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGU3RE 144 



MVARVGLLLRALQLLLWGHLDAQPAERGGQELRKEAEAFLEKYGYLNEQVPKAPTSTRFSDAI 
RAFQWVSQLPVSGVLDRATLRQMTRPRCGVTDTNSYAAWAERISDLFARHRTKMRRKKRFAKQ 
GNKWYKQHLSYRLVNWPEHLPEPAVRGAVRAAFQLWSNVSALEFWEAPATGPADIRLTFFQGD 
HNDGLGNAFDGPGGALAHAFLPRRGEAHFDQDERWSLSRRRGRNLFVVLAHEIGHTLGLTHSP 
APRALMAPYYKRLGRDALLSWDDVLAVQSLYGKPLGGSVAVQLPGKLFTDFETWDSYSPQGRR 
PETQGPKYCHSSFDAITVDRQQQLYIFKGSHFWEVAADGNVSEPRPLQERWVGLPPNIEAAAV 
SLNDGDFYFFKGGRCWRFRGPKPVWGLPQLCRAGGLPRHPDAALFFPPLRRLILFKGARYYVL 
ARGGLQVEPYYPRSLQDWGGIPEEVSGALPRPDGSIIFFRDDRYWRLDQAKLQATTSGRWATE 
L P WMGC WH AN S G SAL F 

Important features of the protein : 
Signal peptide: 

amino acids 1-22 

N-glycosylation sites . 

amino acids 164-168, 355-359 

N-myristoylation sites . 

amino acids 92-98, 153-159, 193-199, 202-208, 288-294, 368-374, 
509-515 

Amidation site. 

amino acids 312-316 

Neutral zinc metallopeptldases , zinc-binding region signature . 

amino acids 237-247 

Matrixins cysteine switch 

amino acids 231-262, 271-284 

Hemopexln domain protein 

amino acids 66-108, 231-262 
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FIGURE 145 

GCCGGCTAGGGCGCCGGAGCCGCACGCAGCCGCGGGGCTCCGAGAGGCGCGCACTGGGGCTGGGACTGCGCGGCG 

CCGCCGCTGCGAGCGCCACTGAGCGGTCGCGCAACTTCGGAGGCACAGCGCCGGAGCCAGGCGAGCGCTCAGAGA 

CCCGGAGCCAGAGGGGCGCGCCGGAGCCTCGTTCGAGAGCCGGCGCCAGGCACCCACCGCGCTCCGAGTGCCAGG 

CGGCCCTCCGCGCAGCGTGGCTTCCGCTGCCCCCACGGAAGGCACGGGCTGGCGCTGCCGGGCGCCGGGGAGGAC 

GGCGAGGAGGAGGCGGCGGCGGCGGAGACGGCGGCGGCGAGACTGGGGCCAGGGAGACAGCCCTGGGGGAGAGGC 

GCCCGAACCAGGCCGCGGGAGCATGGGGGCCCGGAGCGGAGCTCGGGGCGCGCTGCTGCTGGCACTGCTGCTCTG 

CTGGGACCCGAGGCTGAGCCAAGCAGGCACTGATTCTGGCAGCGAGGTGCTCCCTGACTCCTTCCCGTCAGCGCC 

AGCAGAGCCGCTGCCCTACTTCCTGCAGGAGCCACAGGACGCCTACATTGTGAAGAACAAGCCTGTGGAGCTCCG 

CTGCCGCGCCTTCCCCGCCACACAGATCTACTTCAAGTGCAACGGCGAGTGGGTCAGCCAGAACGACCACGTCAC 

ACAGGAAGGCCTGGATGAGGCCACCGGCCTGCGGGTGCGCGAGGTGCAGATCGAGGTGTCGCGGCAGCAGGTGGA 

GGAGCTCTTTGGGCTGGAGGATTACTGGTGCCAGTGCGTGGCCTGGAGCTCCGCAGGCACCACCAAGAGTCGCCG 

AGCCTACGTCCGCATCGCCTACCTGCGCAAGAACTTCGATCAGGAGCCTCTGGGCAAGGAGGTGCCCCTGGACCA 

TGAGGTTCTCCTGCAGTGCCGCCCGCCGGAGGGGGTGCCTGTGGCCGAGGTGGAATGGCTCAAGAATGAGGATGT 

CATCGACCCCACCCAGGACACCAACTTCCTGCTCACCATCGACCACAACCTCATCATCCGCCAGGCCCGCCTGTC 

GGACACTGCCAACTATACCTGCGTGGCCAAGAACATCGTGGCCAAACGCCGGAGCACCACTGCCACCGTCATCGT 

CTACGTGAATGGCGGCTGGTCCAGCTGGGCAGAGTGGTCACCCTGCTCCAACCGCTGTGGCCGAGGCTGGCAGAA 

GCGCACCCGGACCTGCACCAACCCCGCTCCACTCAACGGAGGGGCCTTCTGCGAGGGCCAGGCATTCCAGAAGAC 

CGCCTGCACCACCATCTGCCCAGTCGATGGGGCGTGGACGGAGTGGAGCAAGTGGTCAGCCTGCAGCACTGAGTG 

TGCCCACTGGCGTAGCCGCGAGTGCATGGCGCCCCCACCCCAGAACGGAGGCCGTGACTGCAGCGGGACGCTGCT 

CGACTCTAAGAACTGCACAGATGGGCTGTGCATGCAAAATAAGAAAACTCTAAGCGACCCCAACAGCCACCTGCT 

GGAGGCCTCAGGGGATGCGGGGCTGTATGCGGGGCTCGTGGTGGCCATCTTCGTGGTCGTGGCAATCCTCATGGC 

GGTGGGGGTGGTGGTGTACCGCCGCAACTGCCGTGACTTCGACACAGACATCACTGACTCATCTGCTGCCCTGAC 

TGGTGGTTTCCACCCCGTCAACTTTAAGACGGCAAGGCCCAGCAACCCGCAGCTCCTACACCCCTCTGTGCCTCC 

TGACCTGACAGCCAGCGCCGGCATCTACCGCGGACCCGTGTATGCCCTGCAGGACTCCACCGACAAAATCCCCAT 

GACCAACTCTCCTCTGCTGGACCCCTTACCCAGCCTTAAGGTCAAGGTCTACAGCTCCAGCACCACGGGCTCTGG 

GCCAGGCCTGGCAGATGGGGCTGACCTGCTGGGGGTCTTGCCGCCTGGCACATACCCTAGCGATTTCGCCCGGGA 

CACCCACTTCCTGCACCTGCGCAGCGCCAGCCTCGGTTCCCAGCAGCTCTTGGGCCTGCCCCGAGACCCAGGGAG 

CAGCGTCAGCGGCACCTTTGGCTGGCTGGGTGGGAGGCTCAGCATCCCCGGCACAGGGGTCAGCTTGCTGGTGCC 

CAATGGAGCCATTCCCCAGGGCAAGTTCTACGAGATGTATCTACTCATCAACAAGGCAGAAAGTACCCTCCCGCT 

TTCAGAAGGGACCCAGACAGTATTGAGCCCCTCGGTGACCTGTGGACCCACAGGCCTCCTGCTGTGCCGCCCCGT 

CATCCTCACCATGCCCCACTGTGCCGAAGTCAGTGCCCGTGACTGGATCTTTCAGCTCAAGACCCAGGCCCACCA 

GGGCCACTGGGAGGAGGTGGTGACCCTGGATGAGGAGACCCTGAACACACCCTGCTACTGCCAGCTGGAGCCCAG 

GGCCTGTCACATCCTGCTGGACCAGCTGGGCACCTACGTGTTCACGGGCGAGTCCTATTCCCGCTCAGCAGTCAA 

GCGGCTCCAGCTGGCCGTCTTCGCCCCCGCCCTCTGCACCTCCCTGGAGTACAGCCTCCGGGTCTACTGCCTGGA 

GGACACGCCTGTAGCACTGAAGGAGGTGCTGGAGCTGGAGCGGACTCTGGGCGGATACTTGGTGGAGGAGCCGAA 

ACCGCTAATGTTCAAGGACAGTTACCACAACCTGCGCCTCTCCCTCCATGACCTCCCCCATGCCCATTGGAGGAG 

CAAGCTGCTGGCCAAATACCAGGAGATCCCCTTCTATCACATTTGGAGTGGCAGCCAGAAGGCCCTCCACTGCAC 

TTTCACCCTGGAGAGGCACAGCTTGGCCTCCACAGAGCTCACCTGCAAGATCTGCGTGCGGCAAGTGGAAGGGGA 

GGGCCAGATATTCCAGCTGCATACCACTCTGGCAGAGACACCTGCTGGCTCCCTGGACACTCTCTGCTCTGCCCC 

TGGCAGCACTGTCACCACCCAGCTGGGACCTTATGCCTTCAAGATCCCACTGTCCATCCGCCAGAAGATATGCAA 

CAGCCTAGATGCCCCCAACTCACGGGGCAATGACTGGCGGATGTTAGCACAGAAGCTCTCTATGGACCGGTACCT 

GAATTACTTTGCCACCAAAGCGAGCCCCACGGGTGTGATCCTGGACCTCTGGGAAGCTCTGCAGCAGGACGATGG 

-GGACCTCAACAGCCTGGCGAGTGCCTTGGAGGAGATGGGCAAGAGTGAGATGCTGGTGGCTGTGGCCACCGACG 

GGACTGCTGAGCCTCCTGGGACAGCGGGCTGGCAGGGACTGGCAGGAGGCAGGTGCAGGGAGGCCTGGGGCAGCC 

TCCTGATGGGGATGTTTGGCCTCTGCTTCCTCCCAGTTCACAGCCAGAGTTGCCTCTCCTCCTCCTCTTCCCCAA 

CCCCCAGACCATGACCAGCCTTAGAAAATCCATGTACTCTGTTGTTAGAGGGCCCAGAGTTCCTTCTCCACCCCC 

GCTCTCTCTCTCTTGGCCTGAGATCTCTGTGCAGGAACCAAGATGGGGCTGAAGCCTCTGGAGGCAGTTGGTTGG 

GGGCGGGCAGGCAGGAGGCCCTCCCTCCACCCCCCCACCCTCAGCCCGGCAACTTCTGGGTTCCGTGGGTTTTAG 

TTCCGTTCTTCGTTTTCTTCCTCCGTTATTGATTTCTCCTTTCTCCCTAAGCCCCCTTCTGCTTCCACGCCCTTT 

TCCTCTTTGAAGAGTCAAGTACAATTCAGACAAACTGCTTTCTCCTGTCCAAAAGCAAAAAGGCAAAGGAAAGAA 

AGAAAGCTTCAGACCGCTAGTAAGGCTCT^AAGAAGAAGAAAAACACCAAAACCACAAGGGAAAAGAAAAACCCAG 

TTTCTTAGGAAACGCAAACGATTTATTATCCAGATTATTTGGATAAGTCCTTTTTAAAA 
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FIGURE 146 

MGARSGARGALLLALLLCWDPRLSQAGTDSGSEVLPDSFPSAPAEPLPYFLQEPQDAYIVKNK 
PVELRCRAFPATQIYFKCNGEWVSQNDHVTQEGLDEATGLRVREVQIEVSRQQVEELFGLEDY 
WCQCVAWSSAGTTKSRRAYVRIAYLRKNFDQEPLGKEVPLDHEVLLQCRPPEGVPVAEVEWLK 
NEDVIDPTQDTNFLLTIDHNLIIRQARLSDTANYTCVAKNIVAKRRSTTATVIVYVNGGWSSW 
AEWSPCSNRCGRGWQKRTRTCTNPAPLNGGAFCEGQAFQKTACTTICPVDGAWTEWSKWSACS 
TECAHWRSRECMAPPPQNGGRDCSGTLLDSKNCTDGLCMQNKKTLSDPNSHLLEASGDAALYA 
GLVVAIFVVVAILMAVGVVVYRRNCRDFDTDITDSSAALTGGFHPVNFKTARPSNP.QLLHPSV 
PPDLTASAGIYRGPVYALQDSTDKIPMTNSPLLDPLPSLKVKVYSSSTTGSGPGLADGADLLG 
VLPPGTYPSDFARDTHFLHLRSASLGSQQLLGLPRDPGSSVSGTFGCLGGRLSIPGTGVSLLV 
PNGAIPQGKFYEMYLLINKAESTLPLSEGTQTVLSPSVTCGPTGLLLCRPVILTMPHCAEVSA 
RDWIFQLKTQAHQGHWEEVVTLDEETLNTPCYCQLEPRACHILLDQLGTYVFTGESYSRSAVK 
RLQLAVFAPALCTSLEYSLRVYCLEDTPVALKEVLELERTLGGYLVEEPKPLMFKDSYHNLRL 
SLHDLPHAHWRSKLLAKYQEIPFYHIWSGSQKALHCTFTLERHSLASTELTCKICVRQVEGEG 
QIFQLHTTLAETPAGSLDTLCSAPGSTVTTQLGPYAFKIPLSIRQKICNSLDAPNSRGNDWRM 
LAQKLSMDRYLNYFATKASPTGVILDLWEALQQDDGDLNSLASALEEMGKSEMLVAVATDGDC 

Xnrpor'ta.nt: features of the protein: 

Signal peptide: 

amino acids. 1-2 6 

Transmembrane domain: 

amino acids* 374-395 

N-glycosylation sites . 

amino acids 222-225, 347-350 
Glycosaminoglycan attachment site. 

^ amino acids 492-495 

cAMP- and cGkP-dependent protein kinase phosphorylation site. 

amino acids 233-236, 234-237 

Casein kinase II phosphorylation sites. 

amino acids 30-33, 87-90, 251-254, 341-344, 359-362, 629-632, 651-654, 706- 
709, 757-760, 827-830, 925-928, 941-944 
Tyrosine kinase phosphorylation sites, 
amino acids 216-223, 773-780 
N-myristoylation sites. 

amino acids .2-7, 6-11, 27-32, 96-101, 137-142, 179-184, 247-252, 281-286, 334- 
339, 379-384, 491-496, 495-500, 509-514, 542-547, 547-552, 550-555, 553-558, 
560-565, 611-616, 785-790, 834-839, 844-849 
Prokaryotic: membrane lipoprotein lipid attachment site, 
amino acids 541-551 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 926-933 

Growth factor and cytokines receptors family signature 2 . 

amino acids 306-312 



BNSDCXID: <WO 0l4O466A2_L> 



wo 01/40466 



PCT/USOO/32678 



147/550 

FIGURE 147 

GAGAGGGACAGAGGCTGGAGAAGGATGTATGGCCTGCCCTGGGCTTGTCTGTTCCCTCCTGAGCCTGAGCCCCTT 
ACCTTCCTGACCCCATGAAGCACACACTGGCTCTGCTGGCTCCCCTGCTGGGCCTGGGCCTGGGGCTGGCCCTGA 
GTCAGCTGGCTGCAGGGGCCACAGACTGCAAGTTCCTTGGCCCGGCAGAGCACCTGACATTCACCCCAGCAGCCA 
GGGCCCGGTGGCTGGCCCCTCGAGTTCGTGCGCCAGGACTCCTGGACTCCCTCTATGGCACCGTGCGCCGCTTCC 
TCTCGGTGGTGCAGCTCAATCCTTTCCCTTCAGAGTTGGTAAAGGCCCTACTGAATGAGCTGGCCTCCGTGAAGG 
TGAATGAGGTGGTGCGGTACGAGGCGGGCTACGTGGTATGCGCTGTGATCGCGGGCCTCTACCTGCTGCTGGTGC 
CCACTGCCGGGCTTTGCTTCTGCTGCTGCCGCTGCCACCGGCGCTGCGGGGGACGAGTGAAGACAGAGCACAAGG 
CGCTGGCCTGTGAGCGCGCGGCCCTCATGGTCTTCCTGCTGCTGACCACCCTCTTGCTGCTGATTGGTGTGGTCT 
GTGCCTTTGTCACCAACCAGCGCACGCATGAACAGATGGGCCCCAGCATCGAGGCCATGCCTGAGACCCTGCTCA 
GCCTCTGGGGCCTGGTCTCTGATGTCCCCCAAGAGCTGCAGGCCGTGGCACAGCAATTCTCCCTGCCCCAGGAGC 
AAGTCTCAGAGGAGCTGGATGGTGTTGGTGTGAGCATTGGGAGCGCGATCCACACTCAGCTCAGGAGCTCCGTGT 
ACCCCTTGCTGGCGGCCGTGGGCAGTTTGGGCCAGGTCCTGCAGGTCTCCGTGCACCACCTGCAAACCTTGAATG 
CTACAGTGGTAGAGCTGCAGGCCGGGCAGCAGGACCTGGAGCCAGCCATCCGGGAACACCGGGACCGCCTCCTTG 
AGCTGCTGCAGGAGGCCAGGTGCCAGGGAGATTGTGCAGGGGCCCTGAGCTGGGCCCGCACCCTGGAGCTGGGTG 
CTGACTTCAGCCAGGTGCCCTCTGTGGACCATGTCCTGCACCAGCTAAAAGGTGTCCCCGAGGCCAACTTCTCCA 
GCATGGTCCAGGAGGAGAACAGCACCTTCAACGCCCTTCCAGCCCTGGCTGCCATGCAGACATCCAGCGTGGTGC 
AAGAGCTGAAGAAGGCAGTGGCCCAGCAGCCGGAAGGGGTGAGGACACTGGCTGAAGGGTTCCCGGGCTTGGAGG 
CAGCTTCCCGCTGGGCCCAGGCACTGCAGGAGGTGGAGGAGAGCAGCCGCCCCTACCTGCAGGAGGTGCAGAGAT 
ACGAGACCTACAGGTGGATCGTGGGCTGCGTGCTGTGCTCCGTGGTCCTATTCGTGGTGCTCTGCAACCTGCTGG 
GCCTCAATCTGGGCATCTGGGGCCTGTCTGCCAGGGACGACCCCAGCCACCCAGAAGCCAAGGGCGAGGCTGGAG 
CCCGCTTCCTCATGGCAGGTGTGGGCCTCAGCTTCCTCTTTGCTGCACCCCTCATCCTCCTGGTGTTCGCCACCT 
TCCTGGTGGGTGGCAACGTGCAGACGCTGGTGTGCCGGAGCTGGGAGAACGGCGAGCTCTTTGAGTTTGCAGACA 
CCCCAGGGAACCTGCCCCCGTCCATGAACCTGTCGCAACTTCTTGGCCTGAGGAAGAACATCAGCATCCACCAAG 
CCTATCAGCAGTGCAAGGAAGGGGCAGCGCTCTGGACAGTCCTGCAGCTCAACGACTCCTACGACCTGGAGGAGC 
ACCTGGATATCAACCAGTATACCAACAAGCTACGGCAGGAGTTGCAGAGCCTGAAAGTAGACACACAGAGCCTGG 
ACCTGCTGAGCTCAGCCGCCCGCCGGGACCTGGAGGCCCTGCAGAGCAGTGGGCTTCAGCGCATCCACTACCCCG 
ACTTCCTCGTTCAGATCCAGAGGCCCGTGGTGAAGACCAGCATGGAGCAGCTGGCCCAGGAGCTGCT^GGACTGG 
CCCAGGCCCAAGACAATTCTGTGCTGGGGCAGCGGCTGCAGGAGGAGGCCCAAGGACTCAGAAACCTTCACCAGG 
AGAAGGTCGTCCCCCAGCAGAGCCTTGTGGCAAAGCTCAACCTCAGCGTCAGGGCCCTGGAGTCCTCTGCCCCGA 
ATCTCCAGCTGGAGACCTCAGATGTCCTAGCCAATGTCACCTACCTGAAAGGAGAGCTGCCTGCCTGGGCAGCCA 
GGATCCTGAGGAATGTGAGTGAGTGTTTCCTGGCCCGGGAGATGGGCTACTTCTCCCAGTACGTGGCCTGGGTGA 
GAGAGGAGGTGACTCAGCGCATTGCCACCTGCCAGCCCCTCTCCGGAGCCCTGGACAACAGCCGTGTGATCCTGT 
GTGACATGATGGCTGACCCCTGGAATGCCTTCTGGTTCTGCCTGGCATGGTGCACCTTCTTCCTGATCCCCAGCA 
TCATCTTTGCCGTCAAGACCTCCAAATACTTCCGTCCTATCCGGAAACGCCTCAGCTCCACCAGCTCTGAGGAGA 
CTCAGCTCTTCCACATCCCCCGGGTTACCTCCCTGAAGCTGTAGGGCCTTGTGGGGTGAGGTGACCCTGAGGCTG 
CCTGTCCTCCCCTTTGATTTAGCCTGGGCCACAGGACTTCGGTAGCTCTTGCCCCAGAGCCCAGGCTGGCATCCA 
GGCCTGGACTGTCCCCAGTTCCGGCTTACCTGGCCCCACCTTGCCTGCTCCTTTCCACCCCTTTCTGCTCACGAC 
CCCCATCATTCACGCTCAGAATCACATGGGACTTCTGTGCAGCTGCAGAGCCAGCAAGTCCCTACAGGTGTCACC 
CGTTACCCCCATGCTGGTGGCATCCTCACAGGAAGAGCCTGTTCTCCACCTGCTGGAGCCTGGACCCTGGGGTGG 
GACAGAGGCCTCGTCCAACCCCACTCCCCTTCCCGTGTGTCTTCCCCCTGCCAAGCCTCCCCCTGCCAAGCCTCC 
CCCTGCCCCTCTCTGAGCCCCTCGCCCCCCACACCGTCCTCATCTGGCCTCCCCCCTGGCCCCCACTTCCCTCTT 
ATGCCCTTCCTGGCCCTTTGCTTCCTCCCTTAGTCCCCTCTTCACCATATCTCCACTGCTACCTTGCTGGCCCCA 
GAGACCACCCTGCCCAACCAAACCACTCAGGTAACGCCACXAATCAGGCAGGGGCCACCATGGCCTAGGTCTGGG 
CTGGCTGCAGGCCCTGCCTCATGGCCTCTGAGCCCTCCACTGCCCCAGGGCCTTGGGCCCTCTGCAGATCTCATC 
CAGGATTTATTGTTGTCCAGTGGGGTGAGGGAGGCCTGTCTGAAGGCCGAGCCTCCCTGCCTGCACCCAAGTTAG 
AAATGGGGGTACCAGCACTTAGCTTCTCTCTGAGTGCTGGCTCCCAAGGAAGGGACCTGGGACCTGGGCCACAGT 
GGGGGCTTGCCCTTACCTCTTCAGAAGGAAGCATCTTCCACAGCCCCCACCCAACTTTCTTAGGAGTGATCTGGT 
GGCCAGAACAGGATTTTGCACGGCCCCTTTTATCCTGCGCATGTGGCCTAGGGTCATCCCCAGCCCATCCCTGTG 
TCAGCCCTGAGTGCTGGACACTGCGTTCCAGAAATGAGGAAGAGGAGAGAGAAGAGATGGACAGACCTCAGATCC 
ATTAAAGTGTTCTCACTTCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 148 

MKHTLALLAPLLGLGLGLALSQLAAGATDCKFLGPAEHLTFTPAARARWLAPRVRAPGLL 
DSLYGTVRRFLSVVQLNPFPSELVKALLNELASVKVNEVVRYEAGYWCAVIAGLYLLLV 
PTAGLCFCCCRCHRRCGGRVKTEHKALACERAALMVFLLLTTLLLLIGVVCAFVTNQRTH 
EQMGPSIE.AMPETLLSLWGLVSDVPQELQAVAQQFSLPQEQVSEELDGVGVSIGSAIHTQ 
LRSSVYPLLAAVGSLGQVLQVSVHHLQTLNATWELQAGQQDLEPAIREHRDRLLELLQE 
ARCQGDCAGALSWARTLELGADFSQVPSVDHVLHQLKGVPEANFSSMVQEENSTFNALPA 
LAAMQTSSVVQELKKAVAQQPEGVRTLAEGFPGLEAASRWAQALQEVEESSRPYLQEVQR 
YETYRWIVGCVLCSVVLFVVLCNLLGLNLGIWGLSARDDPSHPEAKGEAGARTLMAGVGL 
SFLFAAPLILLVFATFLVGGNVQTLVCRSWENGELFEFADTPGNLPPSMNLSQLLGLRKN 
ISIHQAYQQCKEGAALWTVLQLNDSYDLEEHLDINQYTNKLRQELQSLKVDTQSLDLLSS 
AARRDLEALQSSGLQRIHYPDFLVQIQRPVVKTSMEQLAQELQGLAQAQDNSVLGQRLQE 
EAQGLRNLHQEKVVPQQSLVAKLNLSVRALESSAPNLQLETSDVLANVTYLKGELPAWAA 
RILRNVSECFLAREMGYFSQYVAWVREEVTQRIATCQPLSGALDNSRVILCDMMADPWNA 
FWFCLAWCTFFLIPSIIFAVKTSKYFRPIRKRLSSTSSEETQLFHIPRVTSLKL 

Signal peptide: 
amino acids 1-17 
Transmembsrane domain : 

amino acids 105-125, 153-173, 428-449, 476-500, 778-797 
N-glycosylation sites : 

amino acids 270-273, 343-347, 352-356, 530-534, 540-546, 563-567, 
684-688, 707-711, 725-729 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 811-815 

Tyrosine kinase phosphorylation site, 
amino acids . 95-103 
N-myristoylation sites . 

amino acids 13-19, 15-21, 17-23, 26-32, 58-64, 124-130, 168-174, 
228-234, 230-236, 320-326, 338-344, 393-399, 429-435, 446-452, 
477-483, 500-506, 536-542, 644-650, 761-767 
Phosphollpase A2 histidine active site . 
aminop acids 129-137 

4Fe-4S ferredoxins, iron-sulfur binding region signature. 

amino acids 126-138 

Mitochondrial energy transfer proteins signature . 

amino acids 80-89 
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FIGURE 149 

CACAGCTCCCTTCCCAGGACGTGAAAATCTGCCTTCTCACCATGAGGCTTCTAGTCCTTTCCA 
GCCTGCTCTGTATCCTGCTTCTCTGCTTCTCCATCTTCTCCACAGAAGGGAAGAGGCGTCCTG 
CCAAGGCCTGGTCAGGCAGGAGAACCAGGCTCTGCTGCCACCGAGTCCCTAGCCCCAACTCAA 
CAAACCTGAAAGGACATCATGTGAGGCTCTGTAAACCATGCAAGCTTGAGCCAGAGCCCCGCC 
TTTGGGTGGTGCCTGGGGCACTCCCACAGGTGTAGCACTCCCAAAGCAAGACTCCAGACAGCG 
GAGAACCTCATGCCTGGCACCTGAGGTACCCAGCAGCCTCCTGTCTCCCCTTTCAGCCTTCAC 
AGCAGTGAGCTGCAATGTTGGAGGGCTTCATCTCGGGCTGCAAGGACCCTGGGAAAGTTCCAG 
AACTCCACGTCCTTGTCTCAATTGTGCCATCAACTTTCAGAGCTATCATGAGCCAACCTCACC 
CCACAGGGCCTCAGTCGCCACCATGTGGGCCTCTCCAGTGCAAACCACCGAGCATTCCACCAT 
GACCGGTCACAGCTACAAATCCAGAGACCATCAATCCTGCTAGAGTGCAGGGTGGCAAGCACC 
CAAGGGTGGCTGACCAAGACTGCAGAGTCTCCTCCATCTTCAGGTCCATTCAGCCTCCTGGCA 
TTTAACTACCAGCATCCAGTGGTCCCCAAGGAATCCCTTCCTAGCCTCCTGACATGAGTCTGC 
TGGAAAGAGCATCCAAACAAACAAGTAATAAATAAATAAATAAACTCA 
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FIGURE 150 

MRLLVLSSLLCILLLCFSIFSTEGKRRPAKAWSGRRTRLCCHRVPSPNSTNLKGHHVRLCKPC 
KLEPEPRLWVVPGALPQV 

ImportcLut features of the protein: 
Signal peptide: 

amino acids 1-21 

N-glycosylation site. 

amino acids 4 8-52 

i^idation sites . 

amino acids 23-27, 33-37 
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FIGURE 151 

CACCGGAGGGCACGCAGCTGACGGAGCTGCGCTGCGTTCGCCTCGTTTGCCTCGCGCCCTCCA 
CTGGAGCTGTTCGCGCCTCCCGGCTCCCACCGCAGCCCACCCGGCAGAGGAGTCGCTACCAGC 
GCCCAGTGCGCTCTGTCAGTCCGCAAACTCCTTGCCGCCCGCCCCGGGCTGGGCACCAAATAC 
CAGGCTACCATGGTCTACAAGACTCTCTTCGCTCTTTGCATCTTAACTGCAGGATGGAGGGTA 
CAGAGTCTGCCTACATCAGCTCCTTTGTCTGTTTCTCTTCCGACAAACATTGTACCACCGACC 
ACCATCTGGACTAGCTCTCCACAAAACACTGATGCAGACACTGCCTCCCCATCCAACGGCACT 
CACAACAACTCGGTGCTCCCAGTTACAGCATCAGCCCCAACATCTCTGCTTCCTAAGAAa^iTT 
TCCATAGAGTCCAGAGAAGAGGAGATCACCAGCCCAGGTTCGAATTGGGAAGGCACAAACACA 
GACCCCTCACCTTCTGGGTTCTCGTCAACAAGCGGTGGAGTCCACTTAACAACCACGTTGGAG 
GAAeACAGCTCGGGCACTCCTGAAGCAGGCGTGGCAGCTACACTGTCGCAGTCCGCTGCTGAG 
CCTCCCACACTCATCTCCCCTCAAGCTCCAGCCTCATCACCCTCATCCCTATCAACCTCACC7 
CCTGAGGTCTTTTCTGCCTCCGTTACTACCAACCATAGCTCCACTGTGACCAGCACCCA-ACCf 
ACTGGAGCTCCAACTGCACCAGAGTCCCCGACAGAGGAGTCCAGCTCTGACCACACACCCAC- 
TCACATGCCACAGCTGAGCCAGTGCCCCAGGAGAAAACACCCCCAACAACTGTGTCAGGCA?; 
GTGATGTGTGAGCTCATAGACATGGAGACCACCACCACCTTTCCCAGGGTGATCATGGAGGJ^ 
GTAGAACATGCATTAAGTTCAGGCAGCATCGCCGCCATTACCGTGACAGTCATTGCCGTGG7 
CTGCTGGTGTTTGGAGTTGCAGCCTACCTAAAAATCAGGCATTCCTCCTATGGAAGACTTT' 
GACGACCATGACTACGGGTCCTGGGGAAACTACAACAACCCTCTGTACGATGACTCCTPAC 
TGGAATATGGCCTGGGATGAGGATTAACTGTTCTTTATTTATAAGTGCTTATCCAGTAGA?. 
AATAAGTACCTGATGCGCATTGAACGACAATCTTT^GCCCTGTTTTGTTGGTATGGTTGTT 
TGTTTTCCTCCCTCTCCTCTGGCTGCTACAACTTCCCCTTTCTGGTACAAGAAGAACCAT7 
TTAAAGGTGAGTGGAGGCTGATTTGCAGCTGAAGTGGGCCAGCCTTGCACCAGCCAGGCC; 
CCACCATGGTGAAGGCTTCTTTCCCCACTGCAGGACCCACTTTGAGAAGGATCGAGOjAGG: 
ATTTGGGTTGTTTTGTTAGGGGTTACTTTCAGGGGAACATTTCATTTGTGTTATTTCTTA 
TTCTATTTAGGAAATTACATTAAGTATTAATGAGGGGAAAGGAAATGAGCTCTACGAGG/^ 
CACCTTGCATGGGAGAGAGCAGGGTTTTCTCAGATTCCTTTTTAATCTCTATTTATCTGG 
TTTCTGACAGGATGCTGCCTGCTTGGCTCTACGAGCTGGAAAGCAGCTTCTTAGCTGCC^ 
TAATGAAAGATGAAAATAGGAAGTGCCCTGGAGGGGGCCAGCAGGTCACGGGGCAGAATC 
CAGGTTGCTGTGGGATCTCAGTGTGCCCCTACCTGTTCTCCCCTCCAGGCCACCTGTCT' 
AAAGGATGTCTGCTCTGTTCAAAAGGCAGCTGGGATCCCAGCCCACAAGTGATCAGCAG 
GCATTTCCAAAGAAAAAGGCTATGAGATGAGCTGAGTTATAGAGAGAAAGGGAGAGGC;^. 
CGGTGTGGGGAAGTGGAAGAGAAGCTGGCGGGGGAGAAGGAGGCTAACCTGCACTGAGI 
CATTAGGACAAGTGAGAATCAGCTATTGATAATGGCCAGAGATATCCACAGCTTGGAGC 
CAGAGACTGTTTGCTTTATACCCACACAGCAACTGGTCCACTGCTTTACTGTCTGTTG^ 
TGGCTGTAAAATGTTTA7\AAAC 
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FIGURE 152 

MVYKTLFALCILTAGWRVQSLPTSAPLSVSLPTNIVPPTTIWTSSPQNTDADTASPSNGTHNN 
SVLPVTASAPTSLLPKNISIESREEEITSPGSNWEGTNTDPSPSGFSSTSGGVHLTTTLEEHS 
SGTPEAGVAATLSQSAAEPPTLISPQAPASSPSSLSTSPPEVFSASVTTNHSSTVTSTQPTGA 
PTAPESPTEESSSDHTPTSHATAEPVPQEKTPPTTVSGKVMCELIDMETTTTFPRVIMQEVEH 
ALSSGSIAAITVTVIAVVLLVFGVAAYLKIRHSSYGRLLDDHDYGSWGNYNNPLYDDS 

Imposriian'b fea-bures of the protein: 
Signal peptide: 

amino acids 1-20 

Transmembrane domain : 

amino acids 258-278 

N-glycosylation sites . 

amino acids 58-61, 62-65, 80-83, 176-179 
Casein kinase II phosphorylation sites . 

amino acids 49-52, 85-88, 95-98, 100-103, 120-123, 121-124, 141- 
144, 164-167, 191-194, 195-198, 200-203 

Tyrosine kinase phosphorylation site. 

amino acids 289-296 

N-myristoylatlon sites . 

amino acids 59-64, 115-120, 128-133, 133-138, 257-262, 297-302 



BNSOOCID: <WO 0140466A2_L> 



WOOl/40466 



PCT/USOO/32678 



153/550 

FIGURE 153 

ACGTCACTGTCTTGAAGCAGCAGTAGCCTGGGAAGTGAGGCAGGAGGAATTGAGAGGCAGGAA 
GGGNGCTGGAGACACAGCTGAGCCTGGAAATGAGAGTGGGCATCGCCGTGGTCATCATGACTC 
CTCTGCGGCGTGGTCACCATGTTGGTTCACTGTGTTGGGCTCTTATTGACGGGTCTCCTGCTA 
GGCCTGACCTTGGGTGCCGGAGCCCTGCTGGCTTCTGAGCCTATCTACCAACCACCTTCAGCC 
TGGGTGCCAGCTGGGGGGCTGGTGGGGCTGGCGCTGCTGGGAGCCCTGCTCACACTTCGGTGG 
CCACGTCCATTCACAGTTCTGGGCACAACCCTGCTGGGTTCTGCAGTGCTTGTGGCCTGTGTT 
GACTACTTCCTGGAGGGGCTGGCACTGGGGAGTTGGCTGGGCCAACGCCTGCAGACACTTCCA 
GCCTTGCCTTCTCTCTGCTGATATAGCTGGGTCTTACTGGGGATCTGGCCAGCCTTGGGGGCC 
CTTGGAGCCCTGGCCCAGTGGAAGCTCGTGCCTGAGGAACATGGAGGCCACGCTAATGGGTCT 
GTTCCTGGTTTCCCAGATGCATAAAGGAAGACATATCCCTCCCCTGGGCAGCAAGGCTACAAT 
GGGAGGGAGGGAGAACATGGGAGCATGTGAATAAAATGGCATTAAATACTGAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAT^AAA^ 
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FIGURE 154 

MLVHCVGLLLTGLLLGLTLGAGALLASEPIYQPPSAWVPAGGLVGLALLGALLTLRWPRPFTV 
LGTTLLGSAVLVACVDYFLEGLALGSWLGQRLQTLPALPSLC 

Signal peptide: 

amino acids 1-20 

Transmembrane dozoain: 

amino acids 38-55, 60-78 

N-inyristoylation sxties . 

amino acids 7-13, 12-18, 16-22, 22-28, 41-47, 50-56, 84-90', 88-94 

Prokaryotic membrane lipoprot:ein lipid attachment site. 

amino acids 67-78 
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FIGURE 155 

TGCAATTAAAGGAGTCGGGTCTCTAACTGTTGATCTGTTTTTTTCCCTTCTGAGCAATGGAGC 

TTACCATCTTTATCCTGAGACTGGCCATTTACATCCTGACATTTCCCTTGTACCTGCTGAACT 

TTCTGGGCTTGTGGAGCTGGATATGCAAAAAATGGTTCCCCTACTTCTTGGTGAGGTTCACTG 

TGATATACAACGAACAGATGGCAAGCAAGAAGCGGGAGCTCTTCAGTAACCTGCAGGAGTTTG 

CGGGCCCCTCCGGGAAACTCTCCCTGCTGGAAGTGGGCTGTGGCACGGGGGCCAACTTCAAGT 

TCTACCCACCTGGGTGCAGGGTGACCTGTATTGACCCCAACCCCAACTTTGAGAAGTTTTTGA 

TCAAGAGCATTGCAGAGAACCGACACCTGCAGTTTGAGCGCTTTGTGGTAGCTGCCGGGGAGA 

ACATGCACCAGGTGGCTGATGGCTCTGTGGATGTGGTGGTCTGCACCCTGGTGCTGTGCTCTG 

TGAAGAACCAGGAGCGGATTCTCCGCGAGGTGTGCAGAGTGCTGAGACCGGGAGGGGCTTTCT 

ATTTCATGGAGCATGTGGCAGCTGAGTGTTCGACTTGGAATTACTTCTGGCAACAAGTCCTGG 

ATCCTGCCTGGCACCTTCTGTTTGATGGGTGCAACCTGACCAGAGAGAGCTGGAAGGCCCTGG 

AGCGGGCCAGCTTCTCTAAGCTGAAGCTGCAGCACATCCAGGCCCCACTGTCCTGGGAGTTGG 

TGCGCCCTCATATCTATGGATATGCTGTGAAATAGTGTGAGCTGGCAGTTAAGAGCTGAATGG 

CTCAAAGAATTTAAAGCTTCAGTTTTACATTTAAAATGCTAAGTGGGAGAAGAGAAACCTTTT 

TTTTGGGGGGCGGTTTTTTTGGTTTGTTGTTGGTTTTTTTTTTTTTTTTGGCAGGAGAATCTC 

TTGAACCCAGAAGGCGAAGGTTGCAGTGAACCGAGATCATGCCATTGTACTCTAGCCTGGGTG 

ACAAGAGCAAGACTCCGTCTCAAAAAAAAAAAAAAAAAAAAAAAGAAGTAGAGACAGGGAGAC 

GGGGTCTCACTGTGTTGCCTAGGCCGGTCTTGAACTCCTGGGCTCAAGTGATTCTCCCACCTT 

GACCTCCTAAATTGTTGGGATTACAGGTGTGAGACAGTGCACCTGGCCGAAATAGCTCAAGTT 

TCTGATW^CAAATCTGAATCTATTTGTTATTCTTAGCGTCACTGGTCTGGCTTTCAGT^TTA 

ACATACAAGGTTGCCACACCTAGTTCTGCCCAGCTTTATGTCTTTTATTCCAGTATTCCACCA 

AAGTTTGTTTTCCTGCATTCCAGTTCTCAAGTCTTAAGATAAAGATTGTACTTGACAGTTTAG 

TATATCCATAAAACTATTTGAGGTGGTTAAGGTTCTTGGGTTCATTTTCCTTAATACTTTGCT 

GAATATTGTAG_ATTGTAGGCAATGAAA7U^GTCTACTA7^TTAGGA7\AACCTTGAATAATTAG 

TATCCTAGGTAAGAGCCCCTAAACATCAAGCAATCTGTGAGTCTGTAAAGAAATAAATATTTT 

TTGGATTATTCTTATCTAATTCCACCCCTGTTGGAAGATGATTTCTTTGTTCTTTGCAACTAT 

GGAAGCTGTGAAAATCATCACAAGTGCCTCTGAAAGCGAGTGTTAGGTTGGTTAGAGGGTTTA 

ATATTTTCTGCAATGGTTTGTAGGAATTTTAATAAATGTAGTATATTTTCTGAGATGATTTTG 

TAAAAGTACTATTTTAAATATCAAATCAACCAATAAATTCACATTTGTGTTAGGAACAAAA 
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FIGURE 156 

MELTIFILRLAIYILTFPLYLLNFLGLWSWICKKWFPYFLVRFTVIYNEQMASKKRELFSNLQ 
EFAGPSGKLSLLEVGCGTGANFKFYPPGCRVTCIDPNPNFEKFLIKSIAENRHLQFERFWAA 
GENMHQVADGSVDVVVCTLVLCSVKNQERILREVCRVLRPGGAFYFMEHVAAECSTWNYFWQQ 
VLDPAWHLLFDGCNLTRESWKALERASFSKLKLQHIQAPLSWELVRPHIYGYAVK 

Sxgnal pep-tlde: 

amino acids 1-29 

N-glycosylation s±t:e . 

amino acids 203-207 

N-myristoylation slt:es. 

amino. acids 78-84, 80-86, 91-97, 201-207 
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FIGURE 157 

CCGCTGAGATGTACGAACTTCCGGTTCTCCGGGCAGCTGCCACTGCTGTAGCTTCTGCCACCT 

GCCACGACCGGGCCTCTCCCTGGCGTTTGGTCACCTCTGCTTCATTCTCCACCGCGCCTATGG 

TCCCTCTTGGAGCCAGCGTGGCGGGCCTGGCGGCTCCCGGGTGGTGAGAGAGCGGTCCGGGAA 

CGATGAAGGCCTCGCAGTGCTGCTGCTGTCTCAGCCACCTCTTGGCTTCCGTCCTCCTCCTGC 

TGTTGCTGCCTGAACTAAGCGGGCCCCTGGCAGTCCTGCTGCAGGCAGCCGAGGCCGCGCCAG 

GTCTTGGGCCTCCTGACCCTAGACCACGGACATTACCGCCGCTGCCACCGGGCCCTACCCCTG 

CCCAGCAGCCGGGCCGTGGTCTGGCTGAAGCTGCGGGGCCGCGGGGCTCCGAGGGAGGCAArG 

GCAGCAACCCTGTGGCCGGGCTTGAGACGGACGATCACGGAGGGAAGGCCGGGGAAGGCTCGG 

TGGGTGGCGGCCTTGCTGTGAGCCCCAACCCTGGCGACAAGCCCATGACCCAGCGGGCCCTGA 

CCGTGTTGATGGTGGTGAGCGGCGCGGTGCTGGTGTACTTCGTGGTCAGGACGGTCAGGATGA 

GAAGAAGAAACCGAAAGACTAGGAGATATGGAGTTTTGGACACTAACATAGAAAATATGGAAT 

TGACACCTTTAGAACAGGATGATGAGGATGATGACAACACGTTGTTTGATGCCAATCATCCTC 

GAAGATAAGAATGTGCCTTTTGATGAAAGAACTTTATCTTTCTACAATGAAGAGTGGAATTTC 

TATGTTTAAGGAATAAGAAGCCACTATATCAATGTTGGGGGGGTATTTAAGTTACATATATTT 

TAACAACCTTTAATTTGCTGTTGCAATAAATACCGTATCCTTTTATTATATCTTTATATGTAT 

AGAAGTACTCTATTAATGGGCTCAGAGATGTTGGGGATAAAGTATACTGTAATAATTTATCrG 

TTTGAAAATTACTATAAAACGGTGTTTTCTGGTCGGTTTTTGTTTCCTGCTTACCATATGATT 

GTAAATTGTTTTATGTATTAATCAGTTAATGCTAATTATTTTTGCTGATGTCATATGTTAAAG 

AGCTATAAATTCCAACAACCAACTGGTGTGTAAAAATAATTTAAAATTTCCTTTACTGAAAGG 

TATTTCCCATTTTTGTGGGGTyyVAGAAGCCAAATTTATTACTTTGTGTTGGGGTTTTTAAAAT 

ATTAAG7W\TGTCTAAGTTATTGTTTGCAAAACAATAAATATGATTTTAAATTCTCTTAAAAA 

AAAAA 
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FIGURE 158 

MKASQCCCCLSHLLASVLLLLLLPELSGPLAVLLQAAEAAPGLGPPDPRPRTLPPLPPGPTPA 
QQPGRGLAEAAGPRGSEGGNGSNPVAGLETDDHGGKAGEGSVGGGLAVSPNPGDKPMTQRALT 
VLMWSGAVLVYFWRTVRMRRRNRKTRRYGVLDTNIENMELTPLEQDDEDDDNTLFDANHPRR 

Signal pep-bide: 

amino acids 1-28 

Transmembrane domain: 

amino acids 124-140 

N-glycosylation s±t:e . 

amino acids 83-87 

N-myristoylation slt:es . 

amino acids 69-75, 78-84, 81-87, 97-103, 103-109, 106-112, 
157-160 
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FIGURE 159 

GCTGCAGGCGGCGACGGCTACACCATGGGCCGGCTGCTGCGGGCCGCCCGGCTGCCGCCGCTG 
CTTTCGCCGCTGCTGCTTCTGCTGGTTGGGGGAGCGTTCCTGGGTGCCTGTGTGGCTGGGTCT 
GATGAGCCTGGCCCAGAGGGCCTCACCTCCACCTCCCTGCTAGACCTCCTGCTGCCCACTGGC 
TTGGAGCCACTGGACTCAGAGGAGCCTAGTGAGACCATGGGCCTGGGAGCTGGGCTGGGAGCC 
TCTGGCTCAGGCTTCCCCAGCGAAGAGAATGAAGAGTCTCGGATTCTGCAGCCACCACAGTAC 
TTCTGGGAAGAGGAGGAAGAGCTGAATGACTCAAGTCTGGACCTGGGACCCACTGCAGATTAT 
GTTTTTCCTGACTTAACTGAGAAGGCAGGTTCCATTGAAGACACTAGCCAGGCTCAAGAGCTG 
CCAAACCTCCCCTCTCCCTTGCCCAAGATGAATCTGGTTGAGCCTCCCTGGCATATGCCTCCC 
AGAGAGGAGGAAGAAGAGGAAGAGGAAGAGGAGGAGAGGGAGAAGGAAGAGGTAGAGAAACAA 
GAGGAGGAGGAAGAGGAGGAGCTGCTCCCTGTGAATGGATCCCAAGAAGAAGCCAAGCCTCAG 
GTCCGTGACTTTTCTCTCACCAGCAGCAGCCAGACCCCAGGGGCCACCAAAAGCAGGCATGAA 
GACTCCGGGGACCAGGCCTCATCAGGTGTGGAGGTGGAGAGCAGCATGGGGCCCAGCTTGCTG 
CTGCCTTCAGTCACCCCAACTACAGTGACTCCGGGGGACCAGGACTCCACCAGCCAAGAGGCA 
GAGGCCACAGTGCTGCCAGCTGCAGGGCTTGGGGTAGAGTTCGAGGCTCCTCAGGAAGCAAGC 
GAGGAAGCCACTGCAGGAGCAGCTGGTTTGTCTGGCCAGCACGAGGAGGTGCCGGCCTTGCCT 
TCATTCCCTCAAACCACAGCTCCCAGTGGGGCCGAGCACCCAGATGAAGATCCCCTTGGCTCT 
AGAACCTCAGCCTCTTCCCCACTGGCCCCTGGAGACATGGAACTGACACCTTCCTCTGCTACC 
TTGGGACAAGAAGATCTCAACCAGCAGCTCCTAGAAGGGCAGGCAGCTGAAGCTCAATCCAGG 
ATACCCTGGGATTCTACGCAGGTGATCTGCAAGGACTGGAGCAATCTGGCTGGGAAAAACTAC 
ATCATTCTGAACATGACAGAGAACATAGACTGTGAGGTGTTCCGGCAGCACCGGGGGCCACAG 
CTCCTGGCCCTGGTGGAAGAGGTGCTGCCCCGCCATGGCAGTGGCCACCATGGGGCCTGGCAG 
ATCTCTCTGAGCAAGCCCAGCGAGAAGGAGCAGCACCTTCTCATGACACTGGTGGGCGAGCAG 
GGGGTGGTGCCCACTCAAGATGTCCTTTCCATGCTGGGTGACATCCGCAGGAGCCTGGAGGAG 
ATTGGCATCCAGAACTATTCCACAACCAGCAGCTGCCAGGCGCGGGCCAGCCAGGTGCGCAGC 
GACTACGGCACGCTCTTCGTGGTGCTGGTGGTCATTGGGGCCATCTGCATCATCATCATTGCG 
CTTGGCCTGCTCTACAACTGCTGGCAGCGCCGGCTGCCCAAGCTCAAGCACGTGTCGCACGGC 
GAGGAGCTGCGCTTCGTGGAGAACGGCTGCCACGACAACCCCACGCTGGACGTGGCCAGCGAC 
AGCCAGTCGGAGATGCAGGAGAAGCACCCCAGCCTGAACGGCGGCGGGGCCCTCAACGGCCCG 
GGGAGCTGGGGGGCGCTCATGGGGGGCAAGCGGGACCCCGAGGACTCGGACGTGTTCGAGGAG 
GACACGCACCTGTGAGCGCAGCCGAGGCGCAGGCCGAGTGGGCCGCCAGGACCAAGCGAGGTG 
GACCCCGAAACGGACGGCCCGGAGCCCGCACCAGCCCCGCGCCTACCCGGGCCGCCCCCGCGG 
CCTGGCCCTCGGCGCGGGCTCCTTCCCGCTTCCCCCGACTTCACACGGCGGCTTCGGACCAAC 
TCCCTCACTCCCGCCCGAGGGGCAGGCCTCAAAGCCCGCCTTGGCCCCGCTTTCCCGCCCCTG 
AACCCCGGCCCCGCGGGCGGCGGGCGGCGCTTCCTGCGCCCCGGGACTCAATTAAACCCGCCC 
GGAGACCACGCCGGGCCCAGCAAAA 
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FIGURE 160 

MGRLLRAARLPPLLSPLLLLLVGGAFLGACVAGSDEPGPEGLTSTSLLDLLLPTGLEPLDSEE 
PSETMGLGAGLGASGSGFPSEENEESRILQPPQYFWEEEEELNDSSLDLGPTADYVFPDLTEK 
AGSIEDTSQAQELPNLPSPLPKMNLVEPPWHMPPREEEEEEEEEEEREKEEVEKQEEEEEEEL 
LPVNGSQEEAKPQVRDFSLTSSSQTPGATKSRHEDSGDQASSGVEVESSMGPSLLLPSVTPTT 
VTPGDQDSTSQEAEATVLPAAGLGVEFEAPQEASEEATAGAAGLSGQHEEVPALPSFPQTTAP 
SGAEHPDEDPLGSRTSASSPLAPGDMELTPSSATLGQEDLNQQLLEGQAAEAQSRIPWDSTQV 
ICKDWSNLAGKNYIILNMTENIDCEVFRQHRGPQLLALVEEVLPRHGSGHHGAWHISLSKPSE 
KEQHLLMTLVGEQGVVPTQDVLSMLGDIRRSLEEIGIQNYSTTSSCQARASQVRSDYGTLFVV 
LVVIGAICIIIIALGLLYNCWQRRLPKLKHVSHGEELRFVENGCHDNPTLDVASDSQSEMQEK 
HPSLNGGGALNGPGSWGALMGGKRDPEDSDVFEEDTHL 

Signal peptiide : 

amino acids. 1-29 

Transmembrane domaxn : 

amino acids 499-521 

N-glycosylation s±t:es . 

amino acids 106-110, 193-197, 395-399, 480-484 

Glycosaminoglycan attachment site. 

amino acids 77-81 

N-myristoylation sites . 

amino acids 24-30, 28-34, 41-47, 69-75, 11-11/ 73-79, 75-81, 
216-222, 327-333, 455-461, 519-525, 574-580, 581-587, 584-590 

^midation site. 

amino acids 588-592 
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FIGURE 161 

CCAGGGCGGAGCGCAGCTGCGCCGGGCTTGGGCGCCTGGGGCCGCCGCTCCCCACCGTCGTTT 
TCCCCACCGAGGCCGAGGCGTCCCGGAGTCA5GGCCGGCCTGAACTGCGGGGTCTCTATCGCA 
CTGCTAGGGGTTCTGCTGCTGGGTGCGGCGCGCCTGCCGCGCGGGGCAGAAGCTTTTGAGATT 
GCTCTGCCACGAGAAAGCAACATTACAGTTCTCATAAAGCTGGGGACCCCGACTCTGCTGGCA 
AAACCCTGTTACATCGTCATTTCTAAAAGACATATAACCATGTTGTCCATCAAGTCTGGAGAA 
AGAATAGTCTTTACCTTTAGCTGCCAGAGTCCTGAGAATCACTTTGTCATAGAGATCCAGAAA 
AATATTGACTGTATGTCAGGCCCATGTCCTTTTGGGGAGGTTCAGCTTCAGCCCTCGACATCG 
TTGTTGCCTACCCTCAACAGAACTTTCATCTGGGATGTCAAAGCTCATAAGAGCATCGGTTTA 
GAGCTGCAGTTTTCCATCCCTCGCCTGAGGCAGATCGGTCCGGGTGAGAGCTGCCCAGACGGA 
GTCACTCACTCCATCAGCGGCCGAATCGATGCCACCGTGGTCAGGATCGGAACCTTCTGCAGC 
AATGGCACTGTGTCCCGGATCAAGATGCTVAGAAGGAGTGAAAATGGCCTTACACCTCCCATGG 
TTCCACCCCAGAAATGTCTCCGGCTTCAGCATTGCAAACCGCTCATCTATAAAACGTCTGTGC 
ATCATCGAGTCTGTGTTTGAGGGTGAAGGCTCAGCAACCCTGATGTCTGCCAACTACCCAGAA 
GGCTTCCCTGAGGATGAGCTCATGACGTGGCAGTTTGTCGTTCCTGCACACCTGCGGGCCAGC 
GTCTCCTTCCTCAACTTCAACCTCTCCAACTGTGAGAGGAAGGAGGAGCGGGTTGAATACTAC 
ATCCCGGGCTCCACCACCAACCCCGAGGTGTTCAAGCTGGAGGACAAGCAGCCTGGGAACATG 
GCGGGGAACTTCAACCTCTCTCTGCAAGGCTGTGACCAAGATGCCCAAAGTCCAGGGATCCTC 
CGGCTGCAGTTCCAAGTTTTGGTCCAACATCCACAAAATGAAAGCAGTGAGTGAGCCCCACTT 
TCCTTTTTCTTCCTCCTCCAGCACCTTCGTTGTTTCCTGGGTAGTCTGCCTGGGTGAGGCTCC 
CTTCCTGTTTCTCATCTGTGGCTTCTGAAACACTTAGACTCTGGACCCAGCAAGAGTTTCAGG 
AAGTGGGTTGCTAGGCAGTTAGACAGGCTTGTTGGTG7\ACACCCGGTATGTAGTTCCATTTCA 
GCACAATAAAAAGT^AATCTTGCATTCAAGATGCTAAATTGTTTTTAACGAAAA 
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FIGURE 1(S2 

MAGLNCGVSIALLGVLLLGAARLPRGAEAFEIALPRESNITVLIKLGTPTLLAKPCYIVISKR 
HITMLSIKSGERIVFTFSCQSPENHFVIEIQKNIDCMSGPCPFGEVQLQPSTSLLPTLNRTFI 
WDVKAHKSIGLELQFSIPRLRQIGPGESCPDGVTHSISGRIDATVVRIGTFCSNGTVSRIKMQ 
EGVKMALHLPWFHPRNVSGFSIANRSSIKRLCIIESVFEGEGSATLMSANYPEGFPEDELMTW 

QFVVPAHLRASVSFLNFNLSNCERKEERVEYYIPGSTTNPEVFKLEDKQPGNMAGNFNLSLQG 
C DQ DAQS PG I LRLQFQVLVQH PQNE S S E 

Signal peptide: 

amino acids 1-29 



N-glyeosylation sites . 

amino acids 39-43, 122-126, 180-184, 205-209, 213-217, 270-274, 
310-314, 339-343 

Tyrosine kinase phosphorylation Site. 

amino acids 276-284 



N-myristoylation' sites. 

amino acids 3-9, 7-13, 158-164, 175-181, 191-197, 303-309 
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FIGURE 163 

CAACCACACACCTGGGGAATTGCTGGCCTGACTTCTGACCCCTGACTCCTCATACCCTTCCTC 

CAGAGCATGACATTTGACCACCAACTGAAACCTGACCTCTGACCCCAGACCACTGGCCCTTCC 

GCCGCCCTGTGGTGACTTCATAAAGGTTACTAGCTTCTCCCCTGGCCTTGAGACCCACACGAT 

GGCCCTGCTGGCTCTGGCCAGTGCCGTCCCCTCTGCCCTGCTGGCCCTGGCTGTCTTCAGGGT 

GCCCGCCTGGGCCTGTCTCCTCTGCTTCACAACCTACTCTGAGCGCCTCCGCATCTGCCAGAT 

GTTTGTTGGGATGCGGAGCCCCAAGCTTGAAGAGTGTGAGGAGGCCTTCACGGCCGCCTTCCA 

GGGCCTCTCTGACACCGAAATCAGTGAGGAGACCATCCACACTTCATCAGTGTCCTGGGGAAG 

GTGCAGAGGGAGGGCAGGAGAGGCCCAGAGGGTCAGGCTGAGGGACAGACAGAGAGAAACAGT 

CAGAGGAGAAAGGCTCAAAGACCATGAGAACAACAGAGACTTAGGGACAGAGAGACACAGACA 

GGGGAAGACAGCAGGGCAAAGACTCAGAGAGGGGAGGATGGAGAGTCAGAGAGGGGAAGATGG 

AGACTCAGAGAGAGGGGAGGATGGAGACTCAGAGAGAGAGGAAGATGGAGACTCAGAGGGAAA 

GATGGAGACTCAGGAGTATGGAGAGTCAGAGAGGGGAGGATGGACACTCAGGGGAGGATGGAG 

AGTCAGGAGGATGGAGACTCATAGAAAGGGGAGGATGGAGAGTCAGGAGAGGTTGGAGACTGG 

AGAGGGAATAGAGACCCAGAAAGGGGAGGATGGAGACTCAGAGGGTGGAAGATGGAGACTCAA 

AGAGGATGGAAACCCAGAGAGAGGAGGACAGAGATGAGGCAGAGACTAGGGGAAGCAGGATAG 

CGACTGGTCGGGGGCAGAGACTCAGGGAGGATAGAGACTCACAGAGAGGTGAGGATAGAGACT 

TGGGAGGGACTCAGGAAGCATAGCGACTGTGGGGCAAAGAGTCAGAGAGGGGAGGATACAGAC 

TTGGGAGGGCAGAGACTCAGAAACAGAATGTTCGCATTAGGGACATGGTGTTGCGGGGAGCTG 

CCTCCCCCAGCCCCTGCTCCCTCCCTCACCGCCAGACTATGATGAGAGAAGCCACCTGCATGA 

CACCTTCACCCAGATGACCCATGCCCTGCAGGAGCTGGCTGCTGCCCAGGGATCCTTTGAGGT 

TGCCTTCCCTGATGCTGCAGAGAAAATGAAGAAGGTCATTACACAGCTTAAAG7UVGCCCAGGC 

TTGCATCCCTCCCTGCGGTCTCCAGGAGTTCGCCCGGCGTTTCCTCTGCAGCGGGTGCTACTC 

TAGGGTCTGCGACCTCCCGCTGGACTGCCCAGTTCAGGATGTGACAGTGACTCGGGGCGACCA 

GGCTATGTTTTCTTGCATCGTAAACTTCCAGCTGCCAAAGGAGGAGATCACCTATTCCTGGAA 

GTTCGCAGGAGGAGGTCTCCGGACTCAGGACTTGTCCTATTTCCGAGATATGCCGCGGGCCGA 

AGGATACCTGGCGCGGATCCGGCCGGCTCAGCTCACGCACCGCGGGACGTTCTCCTGCGTGAT 

CAAGCAAGACCAGCGCCCCCTGGCCCGGCTCTACTTCTTTCTTAACGTCCTCGGGGCCCTCGC 

ATCAGCGAGTGCGACAGTGTTGGCGTGGTGAGTTCTGGGGACTCCGGAGCCCCAGCATCTAGC 

TCCCCGCTGTCTCAGATCCCACCGAGAAGTCTGGGTTCCCAGCAACCTCCAACCCAGGAGGAT 

GTTCTTTCGATGGTACTGCAGTGGCAACTAACAAAGGTATCTTTCCTCCTTCCCTATCCTATT 

TCCATCCTGAAAATAAAGAATATATTTCAACTCTAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAA 
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FIGURE 164 

MALLALASAVPSALLALAVFRVPAWACLLCFTTYSERLRICQMFVGMRSPKLEECEEAFTAAF 
QGLSDTEISEETIHTSSVSWGRCRGRAGEAQRVRLRDRQRETVRGERLKDHENNRDLGTERHR 
QGKTAGQRLREGRMESQRGEDGDSERGEDGDSEREEDGDSEGKMETQEYGESERGGWTLRGGW 
RVRRMETHRKGRMESQERLETGEGIETQKGEDGDSEGGRWRLKEDGNPERGGQR 

Signal peptide : 

amino acids 1-26 

N-myristoylation site. 

amino acids 65-71 
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FIGURE 165 

CAGAATCGCAGATTGCCAGCCCTTTTCCCGACCCCTACGGAAAGACGAGTCCAGGGGCCGTCC 
TGGCGAGGTCAAAACATTTAGTCTGGTCTTTTCAGCGTGGACCCTGCCAGCAGCCAGGCCATG 
GAGCTCTCTGATGTCACCCTCATTGAGGGTGTGGGTAATGAGGTGATGGTGGTGGCAGGTGTG 
GTGGTGCTGATTCTAGCCTTGGTCCTAGCTTGGCTCTCTACCTACGTAGCAGACAGCGGTAGC 
AACCAGCTCCTGGGCGCTATTGTGTCAGCAGGCGACACATCCGTCCTCCACCTGGGGCATGTG 
GACCACCTGGTGGCAGGCCAAGGCAACCCCGAGCCAACTGAACTCCCCCATCCATCAGAGGGT 
AATGATGAGAAGGCTGAAGAGGCGGGTGAAGGTCGGGGAGACTCCACTGGGGAGGCTGGAGCT 
GGGGGTGGTGTTGAGCCCAGCCTTGAGCATCTCCTTGACATCCAAGGCCTGCCCAAAAGACAA 
GCAGGTGCAGGCAGCAGCAGTCCAGAGGCCCCCCTGAGATCTGAGGATAGCACCTGCCTCCCT 
CCCAGCCCTGGCCTCATCACTGTGCGGCTCAAATTCCTCAATGATACCGAGGAGCTGGCTGTG 
GCTAGGCCAGAGGATACCGTGGGTGCCCTGAAGAGCAAATACTTCCCTGGACAAGAAAGCCAG 
ATGAAACTGATCTACCAGGGCCGCCTGCTACAAGACCCAGCCCGCACACTGCGTTCTCTGAAC 
ATTACCGACAACTGTGTGATTCACTGCCACCGCTCACCCCCAGGGTCAGCTGTTCCAGGCCCC 
TCAGCCTCCTTGGCCCCCTCGGCCACTGAGCCACCCAGCCTTGGTGTCAATGTGGGCAGCCTC 
ATGGTGCCTGTCTTTGTGGTGCTGTTGGGTGTGGTCTGGTACTTCCG7VATCAATTACCGCCAA 
TTCTTCACAGCACCTGCCACTGTCTCCCTGGTGGGAGTCACCGTCTTCTTCAGCTTCCTAGTA 
TTTGGGATGTATGGACGA TAA GGACATAGGAAGAAAATGAAAGGCATGGTCTTTCTCCTTTAT 
GGCCTCCCCACTTTTCCTGGCCAGAGCTGGGCCCAAGGGCCGGGGAGGGAGGGGTGGAAAGGA 
TGTGATGGAAATCTCCTCCATAGGACACAGGAGGCAAGTATGCGGCCTCCCCTTCTCATCCAC 
AGGAGTACAGATGTCCCTCCCGTGCGAGCACAACTCAGGTAGAAATGAGGATGTCATCTTCCT 
TCACTTTTAGGGTCCTCTGAAGGAGTTCAAAGCTGCTGGCCAAGCTCAGTGGGGAGCCTGGGC 
TCTGAGATTCCCTCCCACCTGTGGTTCTGACTCTTCCCAGTGTCCTGCATGTCTGCCCCCAGC 
ACCCAGGGCTGCCTGCAAGGGCAGCTCAGCATGGCCCCAGCACAACTCCGTAGGGAGCCTGGA 
GTATCCTTCCATTTCTCAGCCAAATACTCATCTTTTGAGACTGAAATCACACTGGCGGGAATG 
AAGATTGTGCCAGCCTTCTCTTATGGGCACCTAGCCGCCTTCACCTTCTTCCTCTACCCCTTA 
GCAGGAATAGGGTGTCCTCCCTTCTTTCAAAGCACTTTGCTTGCATTTTATTTTATTTTTTTA 
AGAGTCCTTCATAGAGCTCAGTCAGGAAGGGGATGGGGCACCAAGCCAAGCCCCCAGCATTGG 
GAGCGGCCAGGCCACAGCTGCTGCTCCCGTAGTCCTCAGGCTGTAAGCAAGAGACAGCACTGG 
CCCTTGGCCAGCGTCCTACCCTGCCCAACTCCAAGGACTGGGTATGGATCGCTGGGCCCTAGG 
CTCTTGCTTCTGGGGCTATTGGAGGGTCAGTGTCTGTGACTGAATAAAGTTCCATTTTGTGGA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAA7^AAAAAAAA 
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FIGURE 166 

MELSDVTLIEGVGNEVMWAGVVVLILALVLAWLSTYVADSGSNQLLGAIVSAGDTSVLHLGH 
VDHLVAGQGNPEPTELPHPSEGNDEKAEEAGEGRGDSTGEAGAGGGVEPSLEHLLDIQGLPKR 
QAGAGSSSPEAPLRSEDSTCLPPSPGLITVRLKFLNDTEELAVARPEDTVGALKSKYFPGQES 
QMKLIYQGRLLQDPARTLRSLNITDNCVIHCHRSPPGSAVPGPSASLAPSATEPPSLGVNVGS 
LMVPVFWLLGVVWYFRINYRQFFTAPATVSLVGVTVFFSFLVFGMYGR 

Signal pep1:ide : 

amino acids 1-36 

Transmembrane domains : 

amino acids 246-267, 275-301 

N-glycosylation sx-tes . 

amino acids 162-166, 211-215 

N-myristoylation sl-kes . 

amino acids 48-54, 105-111, 109-115, 129-135, 177-183, 247-253 

Cell attachment sequence. 

amino acids 97-100 
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FIGURE 167 

GGCGGCTGTGTGTCGCCGGAGCCGAAGCGCGCAGGCCCGTCCCGGTGGCCGGGGAGCGGGCGGGTGGGGGCGCCA 
TGTGGTTCATGTACCTGCTGAGCTGGCTGTCGCTCTTCATCCAGGTGGCCTTCATCACGCTGGCTGTCGCGGCTG 
GACTCTATTACCTGGCAGAACTGATAGAAGAATACACAGTGGCCACCAGCAGGATCATAAAATACATGATCTGGT 
TCTCCACCGCTGTACTGATTGGCCTCTACGTCTTTGAGCGCTTCCCCACCAGCATGATTGGAGTGGGCCTATTCA 
CCAACCTCGTCTACTTTGGCCTCCTCCAGACCTTCCCCTTCATCATGCTGACCTCGCCTAACTTCATCCTGTCGT 
GTGGACTAGTGGTGGTGAATCATTACCTAGCATTTCAGTTTTTTGCAGAAGAATATTATCCCTTCTCAGAGGTCC 
TGGCCTATTTCACTTTCTGCCTGTGGATAATTCCGTTTGCGTTTTTTGTGTCACTTTCGGCCGGGGAGAACGTCC 
TGCCCTCTACCATGCAGCCAGGAGATGATGTCGTCTCCAATTATTTCACCAAAGGCAAGCGGGGCAAACGCTTAG 
GGATCCTGGTTGTCTTCTCCTTCATCAAAGAGGCCATTCTACCCAGTCGTCAGAAGATATACTGACCCCCATGCA 
GGCAGGATGTGGGGGGCAAGATCAGGAGAGTCAGGCCCCTGGGCCTCTATGCCAGGTGGGGACCAGAAGTCGGGA 
AGGCACCTACCACCTGCCCTGGCTTTCTTCCCCTCAACTCTGGAGCCCCATCCCCACCCTCCTTGGGGGGCTCAG 
CTTGGCTCAGATCTGATGCTTCAAGAGGCTGTAACCTCAGAGGGCACCAAGGAGGGTGGCAGAGCCTGCTTAGCC 
AGGAGGCCGAGGTCCCTCAGTCCTCCCCTGTCCCTTCCAAGGTGGGTCAGGAGGTTCTGGCCCCGCTGGGGCAGG 
CAGGGCAGGGTCTGTGAAGCTTAAGAGCAGATGGTGACAAGTTCTCTGGGCAGGTGGCCATGGGGAGGGGCCATG 
GCTTGGCATGTCCAACAGAAATAGTTTTTGCTGTTGAACGGTGATTTCTGTCCAAGTGCAGATTTCCGTTTGAAT 
AAAGCTTCGCTTCTAGGTGGCACTGTTTGCCTTAATACCCTGACAGTTCATCTTCCTTTCTTCCTGCTAACCTTC 
TGCTCTGGACTGGACTCACTTTTCTGCTCCAGGGACTCCTTTTCTGGGTTTGGGTCTTGCCCTTCCCAAGGGACT 
GTTCTTGTGGCCCTTA-ATGGGAAGGGGGCAGGGGTGAGGAGCTGAGCCTGCTCAAGGAGTGGGAAGTGGGGCTAT 
AGGCAGCCTCTCTGATGCACTCTCTTCCATCTCTTTCCCCAAGGCTCCGTGACTGTCAAACTGGGAGTAGGAGAG 
GGGACAATTTAGGACTGGGCTAGATTTTCAGAAGAACATCTACAATATCCTATTTATAAATCTTCCTCTGGGAAA 
AGGAGTGGTTTCTGGCTGAATACTATCTTAGGCTCAAGGAGAAACAAAATAAAAATTAGCTTCCAGGCAGCCTGT 
TTTTAAAGAAATGGGACTAATGGGAGAAGCTGTTTGTCACTCTAAGAGCATCCAAGCCCTGGCCCGTCTGTGCAC 
TCTTGGCTCCTGGGGAGATATATCTGCCTTCTAAGAAGGCAGGCCAGGTCTTGGGCACAGACCTGCATTTGTTGA 
CCTTGCACTCCAACTATAGTGCCTTGCAAGTGCTCAACAGTACATATTGGAATGAAGTCCCTATGAGAGCCATTT 
CTGGCCATGTTCTATACCTCAAAGTGAGGCTGGCAGGTACAGAGATGAACTGTACACATGTGATACATTTAAGCC 
ACTGGAAAAACCCCTGTGCTTGAAAATATTTCCTCTATATCATGCCTGGAGTTCCATCATAGCCCTTCATTTCCT 
TGGCTTTAGCATTTACCTTCTCTTAAGAATACCAGCTTTCCCCTTTCCCTGAGAGGAAGAGCACATGTTGGTCTC 
CTCTTAGTGTGAACGAGATTGCCAGGCCCTTTTCTCCTATGCACACCAGGATAGACAAGGCAGGGGATACTGGCA 
GCCTGCATCATCCTCCCATTGGGCTGACAGCTGGCCCTACTTTCCTCCCTCTGCTGCTTGGTCCCTCACCTTGAT 
GATGTGGCTTCGCCCCCTCCACTCTACTGCCAGTGTTCTCCCAGGGGTTGCTAAATCCAGCAGACCCCTTTCCTG 
TCTTACTAGATCTGGGCAGCATTTGACATGGCTGATCACCCCTTGCTTCTTGGATGGCACTTCCCTGGCACCTCT 
GTGGCTAGTTGTCCTACCTCCCTGGCTGTTCCTTTCAGGCTTCCGTGCAGGCTTCTCCACTTGCCCATGCACAGT 
AGGGTCTTTCAGGGTTCTGCTGTGGGCTCCCTAGGGAAGCCCATCCATCTGGATGGTTTCAAGGATGGTGAGGAA 
TTTAGAGTTGACCTCCAGCCCCAACATCCTTCCTGATCACCTGAACCACAGTTTTGCTGCCCTCTAGGTGCACAG 
ACAATTCAGGTCCATGGCCCAGATGGTACTTGCTGTCTTCTGCAAACCTGCCCCTTCTGGGTACTTCCCTTGACC 
CCGAGATCACTCAGGAGCCAGACAGGAAACTTATTCTATTCCTGTTTTCTCTTTCTGCCCACCACATCCAATCTC 
TCAAAACGGTCAGGTCTACCTTAACATCTCTTGATTTGAGCCACTCCCACTGTCATCAGCTTTCACCTGGATTAT 
CGTGACAGCCTCCTACTGCTTCTCTATCATGTGGCCAGAGCTATCTTCCTAAAATGCATTGCATAGTTGATCAAG 
TCACTCTCTGGCCTAAAACCTTCCTTGGCTCCCTGCTGCCCTCAGGATAAAGTCTGGACCCCTCAGCATGGCTTG 
TGAGACTCATGGTGTCCTTGTCCCTGCTCACCTCTCTGGTCTCATCACTTGCCTTCTTGCATTCTGGGTCCCAGC 
CTCCTGTATCCAGAGATGCAGTGGCTCTCCATTGCCACTCTGATTCCTCCTTTCTTTTGGTCACAGAGAAAGGGT 
ACTTTCTCTGTCAAATCTCAACTTAGACTTGACTTCCTCCAAGGAGCTTTGGCTATACTCTCTCCTCCCGACCCC 
CACCCTGGCATACTACACAGATCACTCTGGGCTCACTTGCCTGCCTAATGGTCATCTCCCCAGTAGACTGTAAGC 
TCCTTGAGGGCAAGGATTGTGTTGGAATTTTTGTATTAACAGTGCCTGGCTTGGTGCCTGGCACCTAGAAAGCAC 
TCAATAAATGTTTGTTTAATGAA 
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F'XQU3R]g 160 

MWFMYLLSWLSLFIQVAFITLAVAAGLYYLAELIEEYTVATSRIIKYMIWFSTAVLIGLYVFE 

RFPTSMIGVGLFTNLVYFGLLQTFPFIMLTSPNFILSCGLVVVNHYLAFQFFAEEYYPFSEVL 

AYFTFCLWIIPFAFFVSLSAGENVLPSTMQPGDDWSNYFTKGKRGKRLGILWFSFIKEAIL 
PSRQKIY 

Signal peptide: 

amino acids 1-25 

Transmembrane domain: 

amino acids 126-146 

Casein kinase II phosphorylation site. 

amino acids 145-148 

N-myristoylation sites. 

amino acids 73-78, 82-87 

.Amidation sites. 

amino acids 168-171, 171-174 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 91-101 
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FIGURE 169 

CAAAGCCCTACCCTCACCATTCACCAGGTCCTGTGGGAAGAGCAGCGTGGAGGTGGGCTGAGG 
TTAGAAGGTGCAGAGCGTGGAAGAAGATTGTGAGCTGAGTATTGGACATCTGTTCTTGAATAG 
TCCCTGGGCGTGCCATAGGAAAGGAAGTTCTCCAGGGTTACAGTTCTTATCCGCGTGAATACA 
CATGGCTCTGTTACGAAAAATTAATCAGGTGCTGCTGTTCCTTCTGATCGTGACCCTCTGTGT 
GATTCTGTATAAGAAAGTTCATAAGGGGACTGTGCCCAAGAATGACGCAGATGATGAATCCGA 
GACTCCTGAAGAACTGGAAGAAGAGATTCCTGTGGTGATTTGTGCTGCAGCAGGGAGGATGGG 
TGCCACTATGGCTGCCATC7\ATAGCATCTACAGCAACACTGACGCCAACATCTTGTTCTATGT 
AGTGGGACTCCGGAATACTCTGACTCGAATACGAAAATGGATTGAACATTCCAAACTGAGAGA 
AATAAACTTTAAAATCGTGGAATTCAACCCGATGGTCCTCAAAGGGAAGATCAGACCAGACTC 
ATCGAGGCCTGT^TTGCTCCAGCCTCTGAACTTTGTTCGATTTTATCTCCCTCTACTTATCCA 
CCAACACGAGAAAGTCATCTATTTGGACGATGATGTAATTGTACAAGGTGATATCCAAGAACT 
GTATGACACCACCTTGGCCCTGGGCCACGCGGCGGCTTTCTCAGATGACTGCGATTTGCCCTC 
TGCTCAGGACATAAACAGACTCGTGGGACTTCAGAACACATATATGGGCTATCTGGACTACCG 
GAAGAAGGCCATCAAGGACCTTGGCATCAGCCCCAGCACCTGCTCTTTCAATCCTGGTGTGAT 
TGTTGCCAACATGACAGT^TGGAAGCACCAGCGCATCACCAAGCAATTGGAGAAATGGATGCA 
AAAGAATGTGGAGGAAAACCTCTATAGCAGCTCCCTGGGAGGAGGGGTGGCCACCTCCCCAAT 
GCTGATTGTGTTTCATGGGAAATATTCCACT^TTAACCCCCTGTGGCACATAAGGCACCTGGG 
CTGGAATCCAGATGCCAGATATTCGGAGCATTTTCTGCAGGAAGCTAAATTACTCCACTGGAA 
TGGAAGACATAAACCTTGGGACTTCCCTAGTGTTCACAACGACTTATGGGAAAGCTGGTTTGT 
TCCTGACCCTGCAGGGATATTTAAACTCAATCACCATAGCTGATATAACTCTACCCTTAAAAT 
ATTCCCTGTATAGT^AATGTGGAATTGTCCCTTTGTAGCCAACTATAACATTGTTCTTTATGAA 
TATTACCTTTGATACATATGATCCACAATATAAAAACCAAAAACTACTGTGTGCAAATTATAC 
CTTGGACCATATAGGCATTGATTAACTTCTTTAAGTACATGTGATAACTATGGAAATCAAGAT 
TATGTGACTGAAAAACATAAAGGAAGAGACCCATCTAGATAACAGCAATCAACCTGCTTAATT 
CTGAATGACAATTATATCCACT^TTTTTAAAACTTCTACATGTATTTTTCACATGAAGATCT 
CCTTAACAGGTTGCCAACCTTTTCTTTTATAAAACTATTACATTTAAAATATGGACGTCTGAA 
AAATAAAATATTCATCATTTTTAAAA 
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FIGURE 170 

MALLRKINQVLLFLLIVTLCVILYKKVHKGTVPKNDADDESETPEELEEEIPVVICAAAGRMG 
ATMAAINSIYSNTDANILFYWGLRNTLTRIRKWIEHSKLREINFKIVEFNPMVLKGKIRPDS 
SRPELLQPLNFVRFYLPLLIHQHEKVIYLDDDVIVQGDIQELYDTTLALGHAAAFSDDCDLPS 
AQDINRLVGLQNTYMGYLDYRKKAIKDLGiSPSTCSFNPGVIVANMTEWKHQRITKQLEKWMQ 
KNVEENLYSSSLGGGVATSPMLIVFHGKYSTINPLWHIRHLGWNPDARYSEHFLQEAKLLHWN 
GRHKPWDFPSVHNDLWESWFVPDPAGIFKLNHHS 

Signal peptilde: 

amino acids 1-20 

N-glycosylation site . 

amino acids 234-238 

Tyrosine kinase phosphorylation site. 

amino acids 253-261 

N-myristoylation sites, 

amino acids 63-69, 86-92, 198-204, 218-224, 229-235, 265-271, 
266-272 
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FIGURE 171 

gccagaggctgcagctggagcccagagcccaagatggagccccagctggggcctgaggctgcc 
gccctccgccctggctggctggccctgctgctgtgggtctcagccctgagctgttctttctcc 
ttgccagcttcttccctttcttctctggtgccccaagtcagaaccagctacaattttggaagg 
actttcctcggtcttgataaatgcaatgcctgcatcgggacatctatttgcaagaagttcttt 
aaagaagaaataagatctgacaactggctggcttcccaccttggactgcctcccgattccttg 
ctttcttatcctgcaaattactcagatgattccaaaatctggcgccctgtggagatctttaga 
ctggtcagcaaatatcaaaacgagatctcagacaggagaatctgtgcctctgcatcagcccca 
aagacctgcagcattgagcgtgtcctgcggaaaacagagaggttccagaaatggctgcaggcc 
aagcgcctcacgccggacctggtgcaggactgtcaccagggccagagagaacta7u\gttcctg 
tgtatgctgagataacaccagtgaaaaagcctggcatggagcccagcactgagaacttccaga 
aagtgttagccttctcccaactgtgttataccaaccacattttcaaatagtaatcattaaaga 
ggcttctgcatcaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa;^^ 
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FIGURE 172 

MEPQLGPEAAALRPGWLALLLWVSALSCSFSLPASSLSSLVPQVRTSYNFGRTFLGLDKCNAC 
IGTSICKKFFKEEIRSDNWLASHLGLPPDSLLSYPANYSDDSKIWRPVEIFRLVSKYQNEISD 
RRICASASAPKTCSIERVLRKTERFQKWLQAKRLTPDLVQDCHQGQRELKFLCMLR 

Signal peptide: 

amino acids 1-28 

N-glycosylation site . 

amino acids 100-103 

cAMP- and cGMP -dependent protein kinase phosphorylation site, 

amino acids 158-161 

N-myristoylation sites . 

amino acids 56-61, 65-70 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 18-28 

Prenyl group binding site (CAAX box) . 

amino acids 179-182 

Leucine zipper pattern. 

amino acids 5-26 
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FIGURE 173 

GCTGGACTGCTCGCTGGCCGGCAGCGCACCGTTTTGAAGGTCCTAGCCCACCTGGGCTGGCTC 
ACGCGCACGACTAGCCGCTCCCATACAGCACGCCCGGACTCTGTCGTCGCTTAAGGCCACTCC 
TATTCTACGGCTGACCCCTGGTGGTCACGTGGATCTGTTCGCCACGCAAGTCTGGGTCCTTCG 
GCGATTGACCGGGGTCCTTGCTGTTCGGGAGCCTCTCCTAAGCTGCCTGTTCGCGCGAGAGTT 
TGGAGGGGCGGGTTTGGGGTCGGTGTCTGATTGGGGCTCGCACCGCAGCACGCTGGAGTCCCG 
CTTAGGTACCAGTTAGCGTCAGGGGAGCTGGGTCAGGCGGTCGCCGGGACACCCCGTGTGTGG 
CAGGCGGCGAAGCGCTCTGGAGAATCCCGGACAGCCCTGCTCCCTGCAGCCAGGTGTAGTTTC 
GGGAGCCACTGGGGCCAAAGTGAGAGTCCAGCGGTCTTCCAGCGCTTGGGCCACGGCGGCGGC 
CCTGGGAGCAGAGGTGGAGCGACCCCATTACGCTAAAGATGAAAGGCTGGGGTTGGCTGGCCC 
TGCTTCTGGGGGCCCTGCTGGGAACCGCCTGGGCTCGGAGGAGCCAGGATCTCCACTGTGGAG 
CATGCAGGGCTCTGGTGGATGAACTAGAATGGGAT^TTGCCCAGGTGGACCCCAAGAAGACCA 
TTCAGATGGGATCTTTCCGGATCAATCCAGATGGCAGCCAGTCAGTGGTGGAGGTGCCTTATG 
CCCGCTCAGAGGCCCACCTCACAGAGCTGCTGGAGGAGATATGTGACCGGATGAAGGAGTATG 
GGGAACAGATTGATCCTTCCACCCATCGCAAGAACTACGTACGTGTAGTGGGCCGGAATGGAG 
AATCCAGTGAACTGGACCTACAAGGCATCCGAATCGACTCAGATATTAGCGGCACCCTC7\AGT 
TTGCGTGTGAGAGCATTGTGGAGGAATACGAGGATGAACTCATTGAATTCTTTTCCCGAGAGG 
CTGACAATGTTAAAGACAAACTTTGCAGTAAGCGAACAGATCTTTGTGACCATGCCCTGCACA 
TATCGCATGATGAGCTATGAACCACTGGAGCAGCCCACACTGGCTTGATGGATCACCCCCAGG 
AGGGGAAAATGGTGGCAATGCCTTTTATATATTATGTTTTTACTGAAATTAACTGAAAAAATA 
TGAAACCAAAAGT 
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FIGURE 174 

MKGWGWLALLLGALLGTAWARRSQDLHCGACRALVDELEWEIAQVDPKKTIQMGSFRINPDGS 
QSVVEVPYARSEAHLTELLEEICDRMKEYGEQIDPSTHRKNYVRVVGRNGESSELDLQGIRID 
SDISGTLKFACESIVEEYEDELIEFFSREADNVKDKLCSKRTDLCDHALHISHDEL 

Signal peptide: 

amino acids 1-20 

N-myristoylation sites. 

amino acids 12-18, 16-22, 29-35 

Endoplasmic aretleulxam targeting secpience. 

amino acids 179-184 
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FIGURE 175 

CGGAGCGCGGCAGTCCTGATGGCCCGGCATGGGTTACCGCTGCTGCCCCTGCTGTCGCTCCTG 

GTCGGCGCGTGGCTCAAGCTAGGAAATGGACAGGCTACTAGCATGGTCCAACTGCAGGGTGGG 

AGATTCCTGATGGGAACAAATTCTCCAGACAGCAGAGATGGTGAAGGGCCTGTGCGGGAGGCG 

ACAGTGAAACCCTTTGCCATCGACATATTTCCTGTCACCAACAAAGATTTCAGGGATTTTGTC 

AGGGAGAAT^T^GTATCGGACAGAAGCTGAGATGTTTGGATGGAGCTT.TGTCTTTGAGGACTTT 

GTCTCTGATGAGCTGAGAAACAAAGCCACCCAGCCAATGAAGTCTGTACTCTGGTGGCTTCCA 

GTGGAAAAGGCATTTTGGAGGCAGCCTGCAGGTCCTGGCTCTGGCATCCGAGAGAGACTGGAG 

CACCCAGTGTTACACGTGAGCTGGAATGACGCCCGTGCCTACTGTGCTTGGCGGGGAAAACGA 

CTGCCCACGGAGGAAGAGTGGGAGTTTGCCGCCCGAGGGGGCTTGAAGGGTCAAGTTTACCCA 

TGGGGGAACTGGTTCCAGCCAAACCGCACCAACCTGTGGCAGGGAAAGTTCCCCAAGGGAGAC 

AAAGCTGAGGATGGCTTCCATGGAGTCTCCCCAGTGAATGCTTTCCCCGCCCAGAACAACTAC 

GGGCTCTATGACCTCCTGGGGAACGTGTGGGAGTGGACAGCATCACCGTACCAGGCTGCTGAG 

CAGGACATGCGCGTCCTCCGGGGGGCATCCTGGATCGACACAGCTGATGGCTCTGCCAATCAC 

CGGGCCCGGGTCACCACCAGGATGGGCAACACTCCAGATTCAGCCTCAGACAACCTCGGTTTC 

CGCTGTGCTGCAGACGCAGGCCGGCCGCCAGGGGAGCTGTAAGCAGCCGGGTGGTGACAAGGA 

GAAAAGCCTTCTAGGGTCACTGTCATTCCCTGGCCATGTTGCAAACAGCGCAATTCCAAGCTC 

GAGAGCTTCAGCCTCAGGAAAGAACTTCCCCTTCCCTGTCTCCCATCCCTCTGTGGCAGGCGC 

CTCTCACCAGGGCAGGAGAGGACTCAGCCTCCTGTGTTTTGGAGAAGGGGCCCT^TGTGTGTT 

GACGATGGCTGGGGGCCAGGTGTTTCTGTTAGAGGCCAAGTATTATTGACACAGGATTGCAJ^A 

CACACAAACAGTTGGAACAGAGCACTCTGAAAGGCCATTTTTTAAGCATTTTAAAATCTATTC 

TCTCCCCCTTTCTCCCTGGATGATTCAGGAAGCTGACATTGTTTCCTCAAGGCAGAATTTTCC 

TGGTTCTGTTTTCTCAGCCAGTTGCTGTGGAAGGAGAATGCTTTCTTTGTGGCCTCATCTGTG 

GTTTCGTGTCCCTCTGAAGGAAACTAGTTTCCACTGTGTAACAGGCAGACATGTAACTATTTA 

AAGCACAGTTCAGTCCTAAAAGGGTCTGGGAGAACCAGATGATGTACTAGGTGAAGCAT^ 

TTGTGGGAATCACAAAGCAAATAGTACTCCAGAAAGACAAATATCAGAAGCTTCCTATTCTTT 

rj;'j;rYTTTTTTTTTTTTTTTTTTTGAGACAGGGTCTTTCTCTGTTGCCCAGGCT:AGAGTGCACTG 

GTGATCACGGCTCACTCTAGCCTTGAATTCCTGGGCCCAAGCAATTCTCCCACCTCAGCCTCC 

TGAGTAGCTGGGACTACAAGTGTGCACCACCATGCCTGGCTAATTTTTTGTiATTTTTGTAGTG 

ATGGGATCTCGCTCTGTTGCCCAGGGTGGTCTCGAACTCCTGGCCTCAAGCGATCCTCCCACC 

TCGACCTCCCAAAGTGCTGGGATTACAGGTGTGAGCCACCTCGCCTGGGCCCCCTTCTCCATA 

TGCCTCCAAAAACATGTCCCTGGAGAGTAGCCTGCTCCCACACTGTCACTGGATGTCATGGGG 

CCAATAAAATCTCCTGCAATTGTGTATCTCAAAAAAAAAA7iu^AAAAA7\AAAAAA7\A^ 

AAAAAAAAAAA 
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FIGOIRE 17 g 

MARHGLPLLPLLSLLVGAWLKLGNGQATSMVQLQGGRFLMGTNSPDSRDGEGPVREATVKPFA 
IDIFPVTNKDFRDFVREKKYRTEAEMFGWSFVFEDFVSDELRNKATQPMKSVLWWLPVEKAFW 
RQPAGPGSGIRERLEHPVLHVSWNDARAYCAWRGKRLPTEEEWEFAARGGLKGQVYPWGNWFQ 
PNRTNLWQGKFPKGDKAEDGFHGVSPVNAFPAQNNYGLYDLLGNVWEWTASPYQAAEQDMRVL 
RGASWIDTADGSANHRARVTTRMGNTPDSASDNLGFRCAADAGRPPGEL 

Sigiial peptide: 

amino acids 1-20 

N-glycosylation site. 

amino acids 191-195 

N-myaristoylation sites , 

amino acids 23-29, 25-31, 175-181 

Amidation site , 

amino acids 159-163 
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FIGURE 177 

GCCTTCTCGCGCCTGACCATGCACCCCTGCATCTTCCTGCTGGGCCACAGGCGAGCGCTTTAT 
TTCTGGAGCTGAGGGCTAAAACTTTTTTGACTTTTCTTCTCCTCAACATCTGAATCATGCCAT 
GTGCCCAGAGGAGCTGGCTTGCAAACCTTTCCGTGGTGGCTCAGCTCCTTAACTTTGGGGCGC 
TTTGCTATGGGAGACAGCCTCAGCCAGGCCCGGTTCGCTTCCCGGACAGGAGGCAAGAGCATT 
TTATCAAGGGCCTGCCAGAATACCACGTGGTGGGTCCAGTCCGAGTAGATGCCAGTGGGCATT 
TTTTGTCATATGGCTTGCACTATCCCATCACGAGCAGCAGGAGGAAGAGAGATTTGGATGGCT 
CAGAGGACTGGGTGTACTACAGAATTTCTCACGAGGAGAAGGACCTGTTTTTTAACTTGACGG 
TCAATCAAGGATTTCTTTCCAATAGCTACATCATGGAGAAGAGATATGGGAACCTCTCCCATG 
TTAAGATGATGGCTTCCTCTGCCCCCCTCTGCCATCTCAGTGGCACGGTTCTACAGCAGGGCA 
CCAGAGTTGGGACGGCAGCCCTCAGTGCCTGCCATGGACTGACTGGATTTTTCCAACTACCAC 
ATGGAGACTTTTTCATTGAACCCGTGAAGAAGCATCCACTGGTTGAGGGAGGGTACCACCCGC 
ACATCGTTTACAGGAGGCAGAAAGTTCCAGAAACCAAGGAGCCAACCTGTGGATTAAAGGGTA 
TTGTGACTCACATGTCCTCCTGGGTTGAAGAATCTGTTTTGTTCTTTTGGTAGTTTTATTAAA 
ACATGACCTATTCTTACTCAAGTCTCTTATCTCCTCTGTATTCTTTTTTTTTTAATATCTTCA 
TGACATTCAAATCTCTTCTGTATTCTCTTGCCAGAAAGTGTACATTCTTTTTGCTTGTATAAA 
CCCTTTCACTTGTC 
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FIGURE 178 

MPCAQRSWLANLSVVAQLLNFGALCYGRQPQPGPVRFPDRRQEHFIKGLPEYHWGPVRVDAS 
GHFLSYGLHYPITSSRRKRDLDGSEDWVYYRISHEEKDLFFNLTVNQGFLSNSYIMEKRYGNL 
SHVKMMASSAPLCHLSGTVLQQGTRVGTAALSACHGLTGFFQLPHGDFFIEPVKKHPLVEGGY 
HPHIVYRRQKVPETKEPTCGLKGIVTHMSSWVEESVLFFW 

Signal peptide: 

amino acids 1-27 

N-glycosylation sites. 

anino acids 11-15, 105-109, 125-129 

N-myristoylation site. 

anino acids 149-155 
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FIGURE 179 



CAGATTTAAAAAGAA7y\CCTTTACTGAATCAGCTGAGTGTTAATAATACGAATTTCCTTTTCT 

TGCCAATTCTGATCTGAACAGAAAATCCAAGAACAGGGATATGTGTGGATTACAGTTTTCTCT 

GCCTTGCCTACGACTGTTTCTGGTTGTTACCTGTTATCTTTTATTATTACTCCACAAAGAAAT 

ACTTGGATGTTCGTCTGTTTGTCAGCTCTGCACTGGGAGACAAATTAACTGCCGTAACTTAGG 

CCTTTCGAGTATTCCTAAGAATTTTCCTGAAAGTACAGTTTTTCTGTATCTGACTGGGAATAA 

TATATCTTATATAAATGAAAGTGAATTAACAGGACTTCATTCTCTTGTAGCATTGTATTTGGA 

TAATTCTAACATTCTGTATGTATATCCAAAAGCCTTTGTTCAATTGAGGCATCTATATTTTCT 

ATTTCTAAATAATAATTTCATCAAACGCTTAGATCCTGGAATATTTAAGGGACTTTTAAATCT 

TCGTAATTTATATTTACAGTATAATCAGGTATCTTTTGTTCCGAGAGGAGTATTTAATGATCT 

AGTTTCAGTTCAGTACTTAAATCTACAAAGGAATCGCCTCACTGTCCTTGGGAGTGGTACCTT 

TGTTGGTATGGTTGCTCTTCGGATACTTGATTTATCAAACAATAACATTTTGAGGATATCAGA 

ATCAGGCTTTCAACATCTTGAAAACCTTGCTTGTTTGTATTTAGGAAGTAATAATTTAACAAA 

AGTACCATCAAATGCCTTTGAAGTACTTAAAAGTCTTAGAAGACTTTCTTTGTCTCATAATCC 

TATTGAAGCAATACAGCCCTTTGCATTTAAAGGACTTGCCAATCTGGAATACCTCCTCCTGAA 

AAATTCAAGAATTAGGAATGTTACTAGGGATGGGTTTAGTGGAATTAATAATCTTAAACATTT 

GATCTTAAGTCATAATGATTTAGAGAATTTAAATTCTGACACATTCAGTTTGTTAAAGAATTT 

T^ITTTACCTTAAGTTAGATAGAAACAGAATAATTAGCATTGATAATGATACATTTGAAAATAT 

GGGAGCATCTTTGAAGATCCTTAATCTGTCATTTAATAATCTTACAGCCTTGCATCCAAGGGT 

CCTTAAGCCGTTGTCTTCATTGATTCATCTTCAGGCAAATTCTAATCCTTGGGAATGTAACTG 

CAAACTTTTGGGCCTTCGAGACTGGCTAGCATCTTCAGCCATTACTCTAAACATCTATTGTCA 

GAATCCCCCATCCATGCGTGGCAGAGCATTACGTTATATTAACATTACA7VATTGTGTTACATC 

TTCAATAAATGTATCCAGAGCTTGGGCTGTTGTAAAATCTCCTCATATTCATCACAAGACTAC 

TGCGCTAATGATGGCCTGGCATAAAGTAACCACAAATGGCAGTCCTCTGGAAAATACTGAGAC 

TGAGAACATTACTTTCTGGGAACGAATTCCTACTTCACCTGCTGGTAGATTTTTTCAAGAGAA 

TGCCTTTGGTAATCCATTAGAGACTACAGCAGTGTTACCTGTGCAAATACAACTTACTACTTC 

TGTTACCTTGAACTTGGAAAAAAACAGTGCTCTACCGAATGATGCTGCTTCAATGTCAGGGAA 

AACATCTCTAATTTGTACACAAGAAGTTGAGAAGTTGAATGAGGCTTTTGACATTTTGCTAGC 

TTTTTTCATCTTAGCTTGTGTTTTAATCATTTTTTTGATCTACAAAGTTGTTCAGTTTAAACA 

AAAACTAAAGGCATCAGAAAACTCAAGGGAAAATAGACTTGAATACTACAGCTTTTATCAGTC 

AGCAAGGTATAATGTAACTGCCTCAATTTGTAACACTTCCCCAAATTCTCTAGAAAGTCCTGG 

CTTGGAGCAGATTCGACTTCATAAACAAATTGTTCCTGAAAATGAGGCACAGGTCATTCTTTT 

TGAACATTCTGCTTTATAACTCAACTAAATATTGTCTATAAGAAACTTCAGTGCCATGGACAT 

GATTTAAACTGAAACCTCCTTATATAATTATATACTTTAGTTGGAAATATAATGAATTATATG' 

AGGT T AGO AT T AT T AAAAT AT G TT T T T T N T T AAAAAAAAATIAAAAAAAAAAAAAA 
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FIGURE laO 

MCGLQFSLPCLRLFLVVTCYLLLLLHKEILGCSSVCQLCTGRQINCRNLGLSSIPKNFPESTV 
FLYLTGNNISYINESELTGLHSLVALYLDNSNILYVYPKAFVQLRHLYFLFLNNNFIKRLDPG 
IFKGLLNLRNLYLQYNQVSFVPRGVFNDLVSVQYLNLQRNRLTVLGSGTFVGMVALRILDLSN 
NNILRISESGFQHLENLACLYLGSNNLTKVPSNAFEVLKSLRRLSLSHNPIEAIQPFAFKGLA 
NLEYLLLKNSRIRNVTRDGFSGINNLKHLILSHNDLENLNSDTFSLLKNLIYLKLDRNRIISl' 
DNDTFENMGASLKILNLSFNNLTALHPRVLKPLSSLIHLQANSNPWECNCKLLGLRDWLASSA 
ITLNIYCQNPPSMRGRALRYINITNCVTSSINVSRAWAVVKSPHIHHKTTALMMAWHKVTTNG 
SPLENTETENITFWERIPTSPAGRFFQENAFGNPLETTAVLPVQIQLTTSVTLNLEKNSALPN 
DAASMSGKTSLICTQEVEKLNEAFDILLAFFILACVLI I FLI YKWQFKQKLKASENSRENRL 
EYYSFYQSARYNVTASICNTSPNSLESPGLEQIRLHKQIVPENEAQVILFEHSAL 

Signal pept:ide: 

amino acids 1-41 

Transmembrane domain : 

amino acids 530-547 

N-glycosylation si'tes. 

amino acids .71-75, 76-80, 215-219, 266-270, 317-321, 331-335, 
336-340, 400-404, 410-414, 451-455, 579-583 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 231-235 

N-myristoylation sites , 

amino acids 3-9, 69-75, 126-132, 174-180 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 506-514 
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FIGURE 181 

GGCCTGGCGCGGCGCTCCGGTAAGGCGTGTGTGCGGCAGGGCGGGGACAGAACCGTCCTCTCG 
GGCTCTGGGCGTGTCCGAGACCGCGCTCCCCGCCGAAATCAAGCTCCGAGTCATCCGTGTGGG 
GCATTCGTCCCCCCTGGCACAGTTGGCCTCTTTCCAGAAGCCCGTTTTGTTTGTTTTACGTCT 
AAATTCGCGTCGGTTCTTATTTCTCTCCCTGGCAAGGTCTGAAGACGGGTAGGAGAATAACCT 
GTGTCAGCGTGTTATGATGCCGTCCCGTACCAACCTGGCTACTGGAATCCCCAGTAGTAAAGT 
GAAATATTCAAGGCTCTCCAGCACAGACGATGGCTACATTGACCTTCAGTTTAAGAAAACCCC 
TCCTAAGATCCCTTATAAGGCCATCGCACTTGCCACTGTGCTGTTTTTGATTGGCGCCTTTCT 
CATTATTATAGGCTCCCTCCTGCTGTCAGGCTACATCAGCAAAGGGGGGGCAGACCGGGCCGT 
TCCAGTGCTGATCATTGGCATTCTGGTGTTCCTACCCGGATTTTACCACCTGCGCATCGCTTA 
CTATGCATCCAAAGGCTACCGTGGTTACTCCTATGATGACATTCCAGACTTTGATGACTAGCA 
CCCACCCCATAGCTGAGGAGGAGTCACAGTGGAACTGTCCCAGCTTTAAGATATCTAGCAGAA 
ACTATAGCTGAGGACTAAGGAATTCTGCAGCTTGCAGATGTTTAAGAAAATAATGGCCAGATT 
TTTTGGGTCCTTCCCAAAGATGTTAAGTGAACCTACAGTTAGCTAATTAGGACAAGCTCTATT 
TTTCATCCCTGGGCCCTGACAAGTTTTTCCACAGGAATATGTATCATGGAAGTU^TAGAGGTTA 
TTCTGTAATGGAAAAGTGTTGCCTGCCACCACCCTCTGTAGAGCTGAGCATTTCTTTTAAATA 
GTCTTCATTGCCAATTTGTTCTTGTAGCAAATGGAACAATGTGGTATGGCTAATTTCTTATTA 
TTAAGTAGTTTATTTTAAAAATATCTGAGTATATTATCCTGTACACTTATCCCTACCTTCATG 
TTCCAGTGGAAGACCTTAGTAAAATCAAAGATCAGTGAGTTCATCTGTAATATTTTTTTTACT 
TGCTTTCTTACTGACAGCAACCAGGAATTTTTTTATCCTGCAGAGCAAGTTTTCAAAATGTAA 
ATACTTCCTCTGTTTAACAGTCCTTGGACCATTCTGATCCAGTTCACCAGTAGGTTGGACAGC 
ATATAATTTGCATCATTTTGTCCCTTGTAAATCAAGATGTTCTGCAGATTATTCCTTTAACGG 
CCGGACTTTTGGCTGTTTCCTAATGAAACATGTAGTGGTTATTATTTAGAGTTTATAGCCGTA 
TTGCTAGCACCTTGTAGTATGTCATCATTCTGCTCATGATTCCAAGGATCAGCCTGGATGCCT 
AGAGGACTAGATCACCTTAGTTTGATTCTATTTTTTAGCTTGCAAAAAGTGACTTATATTCCA 
AAGAAATTAAAATGTTGAAATCCAAATCCTAGAAATAAAATGAGTTTNNTTCCAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAATUUU^^^ 
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FIGURE 182 

MMPSRTNLATGIPSSKVKYSRLSSTDDGYIDLQFKKTPPKIPYKAIALATVLFLIGAFLIIIG 
SLLLSGYISKGGADRAVPVLIIGILVFLPGFYHLRIAYYASKGYRGYSYDDIPDFDD 

TransmezDbrane domains : 

amino acids 45-66, 79-95 

N-myristoylation slt:es . 

amino acids 11-17, 75-81 
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FIGURE 183 

CTAAAAAATACAAAAATTAGCTGGGCGTGGTGTCATGTACCTGTAATCCCAGCTACTCAAGAGGCTGAGGCAGGA 
GAATCGCTTGAACCCAGGAGGCAGAGGTTGCAGTGAGCCAAGATTAAGTCACTGCACTCCAGCCTGGGTGACAGA 
GCAAGACTCTGTATCAAAATAAATAAATAAAGTACAACTCTGGATGGGCATGGTGGCTTATGTCTGTAATCCCAG 
CACTTTGGGAACTTGAGGCGGGTAGATTGCTTGAGTCCGGGAGTTTGAGACCAGTCTGGGTAATATGGTAACCCT 
GTCTACCAAAAATACAGGTATTAGCCAGTCTCATAACTCGGTCTCAAAATAAATAAATACATACATACATAGATG 
AAAATTTAAAAAATAAAGTCCAACTCAGCGGTTTTCAGCATATTTACAGAGTTGTACAATCTTCACCACTATCTA 
ATTTCAGAACATTTTCATCACCCCCAAAAGAAACCTAACCCATTGACTATCTCTCCATTTCCTCCCTCTCCCTAG 
CCTCTGGCAACCACTAATCTCTTTTTTGTCTCTATAGATTTGCCTATTTTGGACAGTTCATATACAAGGAATCAT 
ACCACATGTAGCCTTTTGTGTCCGGCTTCTTTGATTAATAGAATGTTTTCAAGGCTCATCTATGCTGTAGCCTGT 
ATCAGCACTTCATTCCTTTCTATGGCTGAATAATAGTCCACTGTAGGGATGTGCCATGTTTTTCCACTAGCTGAT 
GGACATTTGGGTTGTTTCCACCTTCTGGCTATTATAAATATTGCTGCTATAAATATTCACTTACAAGTTTTTGTG 
TGGACATATGTTTTTATTTCTTCTGGTATATCCTTCGGAGTGGAACTGCTGGATCAGGTGGTAACTCTAGGTCTA 
ACCTGGCAGTTAAACAGAATCCTATGCATGCTGTAGTCCATGAGTTGAAATAAACACTTGACCCATAGTAAGTGC 
CAGATCATCTTCATTTCACAGCAACCAGTAATTTCACAGATGAGGAAATGAAGGCTCCCAGAGGTGAACTGGCTT 
TTCCCATTTGAGCAGTTCCAAGTCAGACAGTTAAAAAGTGGCAGGACCTGGAAGAGAAGCTAGTTCTTTCACCCT 
GGCATTCAGGGCTGCCTCCTGGGCTACGGGGCTGGCATTTAGAATAGAGCTAAGGTCTGCTGCCAAGGCAGGTGC 
CCCAGTCTGCCTCCTCTGTGTCCTTATTCCACTTTCTCTGCAGCCCTCCAGGGGACCCCTCTCTCAGCCACCCTC 
TCTCTGGTG ATG TCACAGTGCTGCCGGAAGATCAAAGATACGGTGCAGAAACTGGCTTCGGACCATAAGGACATT 
CACAGCAGTGTATCCCGAGTGGGCAAAGCCATTGACAGGAACTTCGACTCTGAGATCTGTGGTGTTGTGTCAGAT 
GCGGTGTGGGACGCGCGGGAACAGCAGCAGCAGATCCTGCAGATGGCCATCGTGGAACACCTGTATCAGCAGGGC 
ATGCTCAGCGTGGCCGAGGAGCTGTGCCAGGAATCAACGCTGAATGTGGACTTGGATTTCAAGCAGCCTTTCCTA 
GAGTTGAATCGAATCCTGGAAGCCCTGCACGAACAAGACCTGGGTCCTGCGTTGGAATGGGCCGTCTCCCACAGG 
CAGCGCCTGCTGGAACTCAACAGCTCCCTGGAGTTCAAGCTGCACCGACTGCACTTCATCCGCCTCTTGGCAGGA 
GGCCCCGCGAAGCAGCTGGAGGCCCTCAGCTATGCTCGGCACTTCCAGCCCTTTGCTCGGCTGCACCAGCGGGAG 
ATCCAGGTGATGATGGGCAGCCTGGTGTACCTGCGGCTGGGCTTGGAGAAGTCACCCTACTGCCACCTGCTGGAC 
AGCAGCCACTGGGCAGAGATCTGTGAGACCTTTACCCGGGACGCCTGTTCCCTGCTGGGGCTTTCTGTGGAGTCC 
CCCCTTAGCGTCAGCTTTGCCTCTGGCTGTGTGGCGCTGCCTGTGTTGATGAACATCAAGGCTGTGATTGAGCAG 
CGGCAGTGCACTGGGGTCTGGAATCACAAGGACGAGTTACCGATTGAGATTGAACTAGGCATGAAGTGCTGGTAC 
GCTCATCTGTGGCCATGTTATCTCCCGAGATGCACTCAATAAGCTCATTAATGGAGGAAACACTCCGTGTTCGCT 
TGCCCCATCCTCCGCCAGCAGACGTCAGATTCCAACCCTCCCATCAAGCTGAAGTGTCCCTACTGTCCCATGGAG 
CAGAACCCGGCAGATGGGAAACGCATCATATTCTGATTCCTACCTGGAAGGAATTTTGTTGAAAGGGGTTTTCAC 
CTGTGAGCCTTGGTCTGTCTCGGTAGGGTGGTCAACTTCAGTGGACTGTGGTTGGTTTCAGAGCGCCTGGCTGAG 
GAGTTCCACTGAGGGGAGCACTGGAGCAGCCCTTTGGCAGAGGCTGAGGAGGGAGATGGACCAGCCCACGCCTGG 
CACCTGGCTCCATGGCATAAGGAAAGGGAGATGCTGGCCTCTGTGCTCCTGCTGTCTTTTCCTGTTTCTGTTTGC 
GTTTGACTTAGTAGCAACCGACAGAGTGGCAAGGGATTTGGTCTTCAGCAGTAGACATCCTTCCACCCCTGCCCT 
CAGCCAAGTCTCTTGCTGCCATGCCAATGCTATGTCCACCCTTGCCCCTCGGCCCAAGAGTGTCCAGCGGTGGCC 
CACCTCTTCCTCCCACTACAGCCTCAACAGTATGTACCATCTCCCACTGTAAATAGTCCCAGTTAGAACGGAATG 
CCGTTGTTTTATAACTTTGAACAAATGTATTTACTGCCCTTCTCAAAA 
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FIGURE 184 

QCCRKIKDTVQKLASDHKDIHSSVSRVGKAIDRNFDSEICGVVSDAVWDAREQQQQILQMAIV 

EHLYQQGMLSVAEELCQESTLNVDLDFKQPFLELNRILEALHEQDLGPALEWAVSHRQRLLEL 

NSSLEFKLHRLHFIRLLAGGPAKQLEALSYARHFQPFARLHQREIQVMMGSLVYLRLGLEKSP 

YCHLLDSSHWAEICETFTRDACSLLGLSVESPLSVSFASGCVALPVLMNIKAVIEQRQCTGVW 

NHKDELPIEIELGMKCWYHSVFACPILRQQTSDSNPPIKLICGHVISRDALNKLINGGKLKCP 
YCPMEQNPADGKRIIF 

Transmembrane domain : 

amino acids 222-241 

N-glycosylation sxte. 

amino acids 129-133 

Tyrosine kinase phosphorylation site. 

amino acids 151-159, 184-193 

Amidation site. 

amino acids 327-331 

Prokaryotic membrane lipoprotein lipid attachment site. 

> 

'amino acids 222-233 
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FIGURE 185 

GAGCGACGCTGTCTCTAGTCGCTGATCCCAAATGCACCGGCTCATCTTTGTCTACACTCTAAT 
CTGCGCAAACTTTTGCAGCTGTCGGGACACTTCTGCAACCCCGCAGAGCGCATCCATCAAAGC 
TTTGCGCAACGCCAACCTCAGGCGAGATGACTTGTACCGAAGAGATGAGACCATCCAGGTGAA 
AGGAAACGGCTACGTGCAGAGTCCTAGATTCCCGAACAGCTACCCCAGGAACCTGCTCCTGAC 
ATGGCGGCTTCACTCTCAGGAGAATACACGGATACAGCTAGTGTTTGACAATCAGTTTGGATT 
AGAGGAAGCAGAAAATGATATCTGTAGGTATGATTTTGTGGAAGTTGAAGATATATCCGAAAC 
CAGTACCATTATTAGAGGACGATGGTGTGGACACAAGGAAGTTCCTCCAAGGATAAAATCAAG 
AACGAACCAAATTAAAATCACATTCAAGTCCGATGACTACTTTGTGGCTAAACCTGGATTCAA 
GATTTATTATTCTTTGCTGG7\AGATTTCCAACCCGCAGCAGCTTCAGAGACCAACTGGGAATC 
TGTCACAAGCTCTATTTCAGGGGTATCCTATAACTCTCCATCAGTAACGGATCCCACTCTGAT 
TGCGGATGCTCTGGACAAAAAAATTGCAGAATTTGATACAGTGGAAGATCTGCTCAAGTACTT 
CAATCCAGAGTCATGGCAAGAAGATCTTGAGAATATGTATCTGGACACCCCTCGGTATCGAGG 
CAGGTCATACCATGACCGGAAGTCAAAAGTTGACCTGGATAGGCTCAATGATGATGCCAAGCG 
TTACAGTTGCACTCCCAGGAATTACTCGGTCAATATAAGAGAAGAGCTGAAGTTGGCCAATGT 
GGTCTTCTTTCCACGTTGCCTCCTCGTGCAGCGCTGTGGAGGAAATTGTGGCTGTGGAACTGT 
CAACTGGAGGTCCTGCACATGCAATTCAGGGAAAACCGTGAAAAAGTATCATGAGGTATTACA 
GTTTGAGCCTGGCCACATCAAGAGGAGGGGTAGAGCTAAGACCATGGCTCTAGTTGACATCCA 
GTTGGATCACCATGAACGATGCGATTGTATCTGCAGCTCAAGACCACCTCGATAAGAGAATGT 
GCACATCCTTACATTAAGCCTGAGAGAA 
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FIGURE leg 

MHRLIFVYTLICANFCSCRDTSATPQSASIKALRNANLRRDDLYRRDETIQVKGNGYVQSPRF 
PNSYPRNLLLTWRLHSQENTRIQLVFDNQFGLEEAENDICRYDFVEVEDISETSTIIRGRWCG 
HKEVPPRIKSRTNQIKITFKSDDYFVAKPGFKIYYSLLEDFQPAAASETNWESVTSSISGVSY 
NSPSVTDPTLIADALDKKIAEFDTVEDLLKYFNPESWQEDLENMYLDTPRYRGRSYHDRKSKV 
DLDRLNDDAKRYSCTPRNYSVNIREELKLANVVFFPRCLLVQRCGGNCGCGTVNWRSCTCNSG 
KTVKKYHEVLQFEPGHIKRRGRAKTMALVDIQLDHHERCDCICSSRPPR 

Signal peptide: 

amino acids 1-18 

N-glycosylation site . 

amino acids 270-274 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 262-266 

Tyrosine kinase phosphorylation site. 

amino acids 256-265 

N-myristoylation sites. 

amino acids 94-100, 186-192, 297-303, 298-304 

TonB- dependent receptor proteins signature 1 . 

amino acids 1-55 
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FIGURE 187 

CATGCCGCTGCCGCCGCTGCTGCTGTTGCTCCTGGCGGCGCCTTGGGGACGGGCAGTTCCCTG 
TGTCTCTGGTGGTTTGCCTAAACCTGCAAACATCACCTTCTTATCCATCAACATGAAGAATGT 
CCTACAATGGACTCCACCAGAGGGTCTTCAAGGAGTTAAAGTTACTTACACTGTGCAGTATTT 
CATATATGGGCAAAAGAAATGGCTGAATAAATCAGAATGCAGAAATATCAATAGAACCTACTG 
TGATCTTTCTGCTGAAACTTCTGACTACGAACACCAGTATTATGCCAAAGTTAAGGCCATTTG 
GGGAACAAAGTGTTCCAAATGGGCTGAAAGTGGACGGTTCTATCCTTTTTTAGAAACACAAAT 
TGGCCCACCAGAGGTGGCACTGACTACAGATGAGAAGTCCATTTCTGTTGTCCTGACAGCTCC 
AGAGAAGTGGAAGAGAAATCCAGAAGACCTTCCTGTTTCCATGCT^CAAATATACTCCAATCT 
GAAGTATAACGTGTCTGTGTTGAATACTAAATCAAACAGAACGTGGTCCCAGTGTGTGACCAA 
CCACACGCTGGTGCTCACCTGGCTGGAGCCGAACACTCTTTACTGCGTACACGTGGAGTCCTT 
CGTCCCAGGGCCCCCTCGCCGTGCTCAGCCTTCTGAGAAGCAGTGTGCCAGGACTTTGAAAGA 
TCAATCATCAGAGTTCAAGGCTAAAATCATCTTCTGGTATGTTTTGCCCATATCTATTACCGT 
GTTTCTTTTTTCTGTGATGGGCTATTCCATCTACCGATATATCCACGTTGGCAAAGAGAAACA 
CCCAGCAAATTTGATTTTGATTTATGGAAATGAATTTGACAAAAGATTCTTTGTGCCTGCTGA 
AAAAATCGTGATTAACTTTATCACCCTCAATATCTCGGATGATTCTAAAATTTCTCATCAGGA 
TATGAGTTTACTGGGAAAAAGCAGTGATGTATCCAGCCTTAATGATCCTCAGCCCAGCGGGAA 
CCTGAGGCCCCCTCAGGAGGAAGAGGAGGTGAAACATTTAGGGTATGCTTCGCATTTGATGGA 
AATTTTTTGTGACTCTGAAGAAAACACGGAAGGTACTTCTCTCACCCAGCAAGAGTCCCTCAG 
CAGAAC7VATACCCCCGGATAAAACAGTCATTGAATATGAATATGATGTCAGAACCACTGACAT 
TTGTGCGGGGCCTGAAGAGCAGGAGCTCAGTTTGCAGGAGGAGGTGTCCACACAAGGAACATT 
ATTGGAGTCGCAGGCAGCGTTGGCAGTCTTGGGCCCGCAAACGTTACAGTACTCATACACCCC 
TCAGCTCCAAGACTTAGACCCCCTGGCGCAGGAGCACACAGACTCGGAGGAGGGGCCGGAGGA 
AGAGCCATCGACGACCCTGGTCGACTGGGATCCCCAAACTGGCAGGCTGTGTATTCCTTCGCT 
GTCCAGCTTCGACCAGGATTCAGAGGGCTGCGAGCCTTCTGAGGGGGATGGGCTCGGAGAGGA 
GGGTCTTCTATCTAGACTCTATGAGGAGCCGGCTCCAGACAGGCCACCAGGAGAAAATGAAAC 
CTATCTCATGCAATTCATGGAGGAATGGGGGTTATATGTGCAGATGG7VAAACTGATGCCAACA 
CTTCCTTTTGCCTTTTGTTTCCTGTGCAAACAAGTGAGTCACCCCTTTGATCCCAGCCATAAA 
GTACCTGGGATGAAAGAAGTTTTTTCCAGTTTGTCAGTGTCTGTGAGAA 



BNSDOCID: <WO 0140466A2_L> 




wo 01/40466 PCT/USOO/32678 

188/550 

FIGURE 188 

MPLPPLLLLLLAAPWGRAVPCVSGGLPKPANITFLSINMKNVLQWTPPEGLQGVKVTYTVQYF 
lYGQKKWLNKSECRNINRTYCDLSAETSDYEHQYYAKVKAIWGTKCSKWAESGRFYPFLETQI 
GPPEVALTTDEKSISVVLTAPEKWKRNPEDLPVSMQQIYSNLKYNVSVLNTKSNRTWSQCVTN 
HTLVLTWLEPNTLYCVHVESFVPGPPRRAQPSEKQCARTLKDQSSEFKAKIIFWYVLPISITV 
FLFSVMGYSIYRYIHVGKEKHPANLILIYGNEFDKRFFVPAEKIVINFITLNISDDSKISHQD 
MSLLGKSSDVSSLNDPQPSGNLRPPQEEEEVKHLGYASHLMEIFCDSEENTEGTSLTQQESLS 
RTIPPDKTVIEYEYDVRTTDICAGPEEQELSLQEEVSTQGTLLESQAALAVLGPQTLQYSYTP 
QLQDLDPLAQEHTDSEEGPEEEPSTTLVDWDPQTGRLCIPSLSSFDQDSEGCEPSEGDGLGEE 
GLLSRLYEEPAPDRPPGENETYLMQFMEEWGLYVQMEN 

Signal sequence : 

amino acids 1-18 



Transmexnbxane domain: 

amino acids 240-260 

N-glycosylation sities . 

amino acids 31-34, 72-75, 80-83, 171-174, 180-183, 189-192, 
304-307, 523-526 

Tyrosine kinase phosphorylation site . 

amino acids 385-392, 518-526 

W-myristoylation sites . 

amino acids 53-58, 106-111, 368-373, 492-497 



Tissue factor 

amino acids 1-278 
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FIGURE 189 

ATGTGCTGCTGGCCGCTGCTCCTGCTGTGGGGGCTGCTCCCCGGGACGGCGGCGGGGGGCTCG 
GGCCGAACCTATCCGCACCGGACCCTCCTGGACTCGGAGGGCAAGTACTGGCTGGGCTGGAGC 
CAGCGGGGCAGCCAGATCGCCTTCCGCCTCCAGGTGCGCACTGCAGGCTACGTGGGCTTCGGC 
TTCTCGCCCACCGGGGCCATGGCGTCCGCCGACATCGTCGTGGGCGGGGTGGCCCACGGGCGG 
CCCTACCTCCAGGATTATTTTACAAATGCAAATAGAGAGTTGAAAAAAGATGCTCAGCAAGAT 
TACCATCTAGAATATGCCATGGAAAATAGCACACACACAATAATTGAATTTACCAGAGAGCTG 
CATACATGTGACATAAATGACAAGAGTATAACGGATAGCACTGTGAGAGTGATCTGGGCCTAC 
CACCATGAAGATGCAGGAGAAGCTGGTCCCAAGTACCATGACTCCAATAGGGGCACCAAGAGT 
TTGCGGTTATTGAATCCTGAGA7y\ACTAGTGTGCTATCTACAGCCTTACCATACTTTGATCTG 
GTAAATCAGGACGTCCCCATCCCAAACAAAGATACAACATATTGGTGCCAAATGTTTAAGATT 
CCTGTGTTCCAAGAAAAGCATCATGTAATAAAGGTTGAGCCAGTGATACAGAGAGGCCATGAG 
AGTCTGGTGCACCACATCCTGCTCTATCAGTGCAGCAACAACTTTAACGACAGCGTTCTGGAG 
TCCGGCCACGAGTGCTATCACCCCAACATGCCCGATGCATTCCTCACCTGTGAAACTGTGATT 
TTTGCCTGGGCTATTGGTGGAGAGGGCTTTTCTTATCCACCTCATGTTGGATTATCCCTTGGC 
ACTCCATTAGATCCGCATTATGTGCTCCTAGAAGTCCATTATGATAATCCCACTTATGAGGAA 
GGCTTAATAGATAATTCTGGACTGAGGTTATTTTACACAATGGATATAAGGAAATATGATGCT 
GGGGTGATTGAGGCTGGCCTCTGGGTGAGCCTCTTCCATACCATCCCTCCAGGGATGCCTGAG 
TTCCAGTCTGAGGGTCACTGCACTTTGGAGTGCCTGGAAGAGGCTCTGGAAGCCGAAAAGCCA 
AGTGGAATTCATGTGTTTGCTGTTCTTCTCCATGCTCACCTGGCTGGCAGAGGCATCAGGCTG 
CGTCATTTTCGAAAAGGGAAGGAAATG7UU\TTACTTGCCTATGATGATGATTTTGACTTCAAT 
TTCCAGGAGTTTCAGTATCTAAAGGAAGAACAAACAATCTTACCAGGAGATAACCTAATTACT 
GAGTGTCGCTACAACACGAAAGATAGAGCTGAGATGACTTGGGGAGGACTAAGCACCAGGAGT 
GAAATGTGTCTCTCATACCTTCTTTATTACCCAAGAATTAATCTTACTCGATGTGCAAGTATT 
CCAGACATTATGGAACAACTTCAGTTCATTGGGGTTAAGGAGATCTACAGACCAGTCACGACC 
TGGCCTTTCATTATCAAAAGTCCCAAGCAATATAAAAACCTTTCTTTCATGGATGCTATGAAT 
AAGTTTAAATGGACTAAAAAGGAAGGTCTCTCCTTCAACAAGCTGGTCCTCAGCCTGCCAGTG 
AATGTGAGATGTTCCAAGACAGACAATGCTGAGTGGTCGATTCAAGGAATGACAGCATTACCT 
CCAGATATAGAAAGACCCTATAAAGCAGAACCTTTGGTGTGTGGCACGTCTTCTTCCTCTTCC 
CTGCACAGAGATTTCTCCATCAACTTGCTTGTTTGCCTTCTGCTACTCAGCTGCACGCTGAGC 
ACCAAGAGCTTGTGATCAAAATTCTGTTGGACTTGACAATGTTTTCTATGATCTGAACCTGTC 
ATTTGAAGTACAGGTTAAAGACTGTGTCCACTTTGGGCATGAAGAGTGTGGAGACTTTTCTTC 
CCCATTTTCCCTCCCTCCTTTTTCCTTTCCATGTTACATGAGAGACATCAATCAGGTTCTCTT 
CTCTTTCTTAGAAATACCTGATGTTATATATACATGGTCAATAAAATAAAACTGGCCTGACTT 
AAGATAACCATTTTAAAAAATTGGGCTGTCATGTGGGAATAAAAGAATTCTTTCTTTCCTAAA 
AAAAAAAA _ ^ . ^ 
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FIGORE 19© 



MCCWPLLLLWGLLPGTAAGGSGRTYPHRTLLDSEGKYWLGWSQRGSQIAFRLQVRTAGYVGFG 
FSPTGAMASADIVVGGVAHGRPYLQDYFTNANRELKKDAQQDYHLEYAMENSTHTIIEFTREL 
HTCDINDKSITDSTVRVIWAYHHEDAGEAGPKYHDSNRGTKSLRLLNPEKTSVLSTALPYFDL 
VNQDVPIPNKDTTYWCQMFKIPVFQEKHHVIKVEPVIQRGHESLVHHILLYQCSNNFNDSVLE 
SGHECYHPNMPDAFLTCETVIFAWAIGGEGFSYPPHVGLSLGTPLDPHYVLLEVHYDNPTYEE 
GLIDNSGLRLFYTMDIRKYDAGVIEAGLWVSLFHTIPPGMPEFQSEGHCTLECLEEALEAEKP 
SGIHVFAVLLHAHLAGRGIRLRHFRKGKEMKLLAYDDDFDFNFQEFQYLKEEQTILPGDNLIT 
ECRYNTKDRAEMTWGGLSTRSEMCLSYLLYYPRINLTRCASIPDIMEQLQFIGVKEIYRPVTT 
WPFIIKSPKQYKNLSFMDAMNKFKWTKKEGLSFNKLVLSLPVNVRCSKTDNAEWSIQGMTALP 
PDIERPYKAEPLVCGTSSSSSLHRDFSINLLVCLLLLSCTLSTKSL 

Signal pept:ide : 

amino acids 1-18 

Tr an smemV) r ane domains : 

amino acids 56-73, 378-393, 583-602 

N-glycosylation sit:es . 

amino acids 114-118, 247-251, 476-480, 517-521 
N-myristoylation si'kes . 

amino acids 11-17, 15-21, 20-26, 45-51, 68-74, 79-85, 290-296, 
316-322, 337-343, 342-348, 456-462, 534-540, 582-588 



Copper type II, ascorbate-dependent monooxygenases proteins. 

amino acids 271-321, 422-474 



a 
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FIGURE 191 

GCTTCAGCTGAAGAAAGAGAGGAATGAAGCGCCTTCTGCTTCTGTTTTTGTTCTTTATAACAT 
TTTCTTCTGCATTTCCCTTAGTCCGGATGACGGAAAATGAAGAAAATATGCAACTGGCTCAGG 
CATATCTCAACCAGTTCTACTCTCTTGAAATAGAAGGGAATCATCTTGTTCAAAGCAAGAATA 
GGAGTCTCATAGATGACAAAATTCGGGAAATGCAAGCATTTTTTGGATTGACAGTGACTGGAA 
AACTGGACTCAAACACCCTTGAGATCATGAAGACACCCAGGTGTGGGGTGCCTGATGTGGGCC 
AGTATGGCTACACCCTCCCTGGGTGGAGAAAATACAACCTCACCTACAGAATAATAAACTATA 
CTCCGGATATGGCACGAGCTGCTGTGGATGAGGCTATCCAAGAAGGTTTAGAAGTGTGGAGCA 
AAGTCACTCCACTAAAATTCACCAAGATTTCAAAGGGGATTGCAGACATCATGATTGCCTTTA 
GGACTCGAGTCCATGGTCGGTGTCCTCGCTATTTTGATGGTCCCTTGGGAGTGCTTGGCCATG 
CCTTTCCTCCTGGTCCGGGTCTGGGTGGTGACACTCATTTTGATGAGGATGAAAACTGGACCA 
AGGATGGAGCAGGATTCAACTTGTTTCTTGTGGCTGCTCATGAATTTGGTCATGCACTGGGGC 
TCTCTCACTCCAATGATCAAACAGCCTTGATGTTCCCAAATTATGTCTCCCTGGATCCCAGAA 
AATACCCACTTTCTCAGGATGATATCAATGGAATCCAGTCCATCTATGGAGGTCTGCCTAAGG 
TACCTGCTAAGCCAAAGGAACCCACTATACCCCATGCCTGTGACCCTGACTTGACTTTTGACG 
CTATCACAACTTTCCGCAGAGAAGTAATGTTCTTTAAAGGCAGGCACCTATGGAGGATCTATT 
ATGATATCACGGATGTTGAGTTTGAATTAATTGCTTCATTCTGGCCATCTCTGCCAGCTGATC 
TGCAAGCTGCATACGAGAACCCCAGAGATAAGATTCTGGTTTTTAAAGATGAAAACTTCTGGA 
TGATCAGAGGATATGCTGTCTTGCCAGATTATCCCAAATCCATCCATACATTAGGTTTTCCAG 
GACGTGTGAAGAAAATAGATGCAGCCGTCTGTGATAAGACCACAAGAAAAACCTACTTCTTTG 
TGGGCATTTGGTGCTGGAGGTTTGATGAAATGACCCAAACCATGGACAAAGGATTCCCGCAGA 
GAGTGGTAAAACACTTTCCTGGAATCAGTATCCGTGTTGATGCTGCTTTCCAGTACAAAGGAT 
TCTTCTTTTTCAGCCGTGGATCAAAGCAATTTGAATACAACATTAAGACAAAGAATATTACCC 
GAATCATGAGAACTAATACTTGGTTTCAATGCAAAGAACCAAAGAACTCCTCATTTGGTTTTG 
ATATCAACAAGGAAAAAGCACATTCAGGAGGCATAAAGATATTGTATCATAAGAGTTTAAGCT 
TGTTTATTTTTGGTATTGTTCATTTGCTGAAAT^CACTTCTATTTATCAATAAATTCATAGAC 

CTAAAATAAACCTC7\ACAGGTCTTTTAATATAAATTCTGCTTCAAAATAGAATAAAACCATTC 
TTTT^ACAAC 
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FIGUR]^ 192 

MKRLLLLFLFFITFSSAFPLVRMTENEENMQLAQAYLNQFYSLEIEGNHLVQSKNRSLIDDKI 

REMQAFFGLTVTGKLDSNTLEIMKTPRCGVPDVGQYGYTLPGWRKYNLTYRIINYTPDMARAA 

VDEAIQEGLEVWSKVTPLKFTKISKGIADIMIAFRTRVHGRCPRYFDGPLGVLGHAFPPGPGL 

GGDTHFDEDENWTKDGAGFNLFLVAAHEFGHALGLSHSNDQTALMFPNYVSLDPRKYPLSQDD 

INGIQSIYGGLPKVPAKPKEPTIPHACDPDLTFDAITTFRREVMFFKGRHLWRIYYDITDVEF 

ELIASFWPSLPADLQAAYENPRDKILVFKDENFWMIRGYAVLPDYPKSIHTLGFPGRVKKIDA 

AVCDKTTRKTYFFVGIWCWRFDEMTQTMDKGFPQRVVKHFPGISIRVDAAFQYKGFFFFSRGS 

KQFEYNIKTKNITRIMRTNTWFQCKEPKNSSFGFDINKEKAHSGGIKILYHKSLSLFIFGIVH 
LLKNTSIYQ 

Signal peptide : 

amino acids 1-17 

N-glycosylation sites . 

amino acids. 55-59, 110-114, 200-204, 452-456, 470-474, 508-512 

N-myristoylation site. 

amino acids 71-77, 205-211, 223-229 

Hemopexin domain signature . 

amino acids 171-202, 207-238, 318-334 

Neutral zinc metallopeptidases , zinc-binding region signature. 

amino acids 213-223 

Hatrixins cysteine switch. 

amino acids 89-97, 207-238 
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FIGURE 193 

CACAATCAGGTCCCATTCTATAGATGGGGAAACTGAGGCTTGAGGTCACATAGGCGTCGTTCA 
AGGCTGGTATACCTGCACCCTCTCCCATGTGAACAACATGGTTCTGGGTAATGGGGGCTGTCA 
TCCAGTCTCCTCCCTGCCCCTGCTGGTGCACTTCCTGCCTCTGCTGGTGCACTTTCTGCCCCT 
ACTGGTATATTTGCTGCCTCTGCTGGGGCGCTTCCTGCCTCGGCTGGTGTATCTCCTGCCCCT 
GCTGGTGCACTTTCTGCCCCCGCTGATGCACTTCCTGCCTCTGCTGGTGCACTTCCTGGCTCT 
GCTGGCACACTTCCTGCCTCTGCTGGTGCACTTCCTGGCTCTGCTGGCGCACTTTCCTGCCCC 
TGCTGGTGTATTTCCTGCCCCTGCTGGTGTACTTCCTTCCCCTGCTGGTGCACTTCCTGCCTC 
TGCTGGCGCACTTCTTGCCTCTCCAGGCCCTACCTAGCCTCTCCCTCTTATATATGGAAGTCT 
TCCCAGTTCACTGACACTGGTAACAGGGACTCTGCTCTTGGTGTTGCTGTCTGCCCTGGGGAT 
GGGCATCTGTGTCTTCCTTTACTACTGCTGGCTCAGGACCCAGAGCTTTGAAGCATGTCCAGA 
TGCAGGTCCGGGCACCAGAGTCTAAGGAGCCCCTACACCCACCAGGATTTTCCAATAAAGAGA 
TGTTCACCA 
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FIGURE 194 

MVLGNGGCHPVSSLPLLVHFLPLLVHFLPLLVYLLPLLGRFLPRLVYLLPLLVHFLPPLMHFL 
PLLVHFLALLAHFLPLLVHFLALLAHFPAPAGVFPAPAGVLPSPAGALPASAGALLASPGPT 

Signal pep1:ide: 

amino acids 1-39 

N-myristoylation sl^es . 

amino acids 4-10, 109-115, 116-122 

Ijeucine zipper pattern. 

amino acids 14-36, 16-38, 17-39, 21-43, 24-46, 28-50, 31-53, 
35-57, 38-60, 42-64, 45-67, 49-71, 52-74, 56-78, 59-81, 63-85, 
65-87, 66-88 
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FIGURE 195 

GGCAAGGCGGCGGCGGCGGCGGCGGCAGCCGCGGTGGCGGCGTGGGGAACATCTCGGCAGCCA 

CCGCGCTTCTCCCGCTGGAGCGGGCGTCCAGCTTGGCTGCCCTCGGTCCTTCCCTGCCACGTT 

TCGGGTCGCCCTGCACCCCCCACCCAGGCTCGCTTCTCTTCGAAGCGGGAAGGGCGCCTTGCA 

GGATCCTGCCGCCCCTCCAACCGGATCCTGGGTCTAGAGCTCCCCAGAGCGAGGCGCTCGCCA 

GGACTCCTGCCCCGCCAACCCTGACCGCCGGGGGGTGCCCCCGGGACGTAGCGCCGCGGAGAG 

GAAGCGGCAAAGGGGACCATGCGGCGCCTGACTCGTCGGCTGGTTCTGCCAGTCTTCGGGGTG 

CTCTGGATCACGGTGCTGCTGTTCTTCTGGGTAACCAAGAGGAAGTTGGAGGTGCCGACGGGA 

CCTGAAGTGCAGACCCCTAAGCCTTCGGACGCTGACTGGGACGACCTGTGGGACCAGTTTGAT 

GAGCGGCGGTATCTGAATGCCAAAAAGTGGCGCGTTGGTGACGACCCCTATAAGCTGTATGCT 

TTCAACCAGCGGGAGAGTGAGCGGATCTCCAGCAATCGGGCCATCCCGGACACTCGCCATCTG 

AGATGCACACTGCTGGTGTATTGCACGGACCTTCCACCCACTAGCATCATCATCACCTTCCAC 

AACGAGGCCCGCTCCACGCTGCTCAGGACCATCCGCAGTGTATTAAACCGCACCCCTACGCAT 

CTGATCCGGGAAATCATATTAGTGGATGACTTCAGCAATGACCCTGATGACTGTAAACAGCTC 

ATCAAGTTGCCCAAGGTGAAATGCTTGCGCAATT^TGAACGGCAAGGTCTGGTCCGGTCCCGG 

ATTCGGGGCGCTGACATCGCCCAGGGCACCACTCTGACTTTCCTCGACAGCCACTGTGAGGTG 

AACAGGGACTGGCTCCAGCCTCTGTTGCACAGGGTCAAAGAGGACTACACGCGGGTGGTGTGC 

CCTGTGATCGATATCATTAACCTGGACACCTTCACCTACATCGAGTCTGCCTCGGAGCTCAGA 

GGGGGGTTTGACTGGAGCCTCCACTTCCAGTGGGAGCAGCTCTCCCCAGAGCAGAAGGCTCGG 

CGCCTGGACCCCACGGAGCCCATCAGGACTCCTATCATAGCTGGAGGGCTCTTCGTGATCGAC 

AAAGCTTGGTTTGATTACCTGGGGAAATATGATATGGACATGGACATCTGGGGTGGGGAGAAC 

TTTGAAATCTCCTTCCGAGTGTGGATGTGCGGGGGCAGCCTAGAGATCGTCCCCTGCAGCCGA 

GTGGGGCACGTCTTCCGGAAG7YAGCACCCCTACGTTTTCCCTGATGGAAATGCCAACACGTAT 

ATAAAGAACACCAAGCGGACAGCTGAAGTGTGGATGGATGAATACAAGCAATACTATTACGCT 

GCCCGGCCATTCGCCCTGGAGAGGCCCTTCGGGAATGTTGAGAGCAGATTGGACCTGAGGAAG 

AATCTGCGCTGCCAGAGCTTCAAGTGGTACCTGGAGAATATCTACCCTGAACTCAGCATCCCC 

AAGGAGTCCTCCATCCAGAAGGGCAATATCCGACAGAGACAG7=^GTGCCTGGAATCTCAAAGG 

CAGAACAACC7VAGAAACCCCAAACCTAAAGTTGAGCCCCTGTGCCAAGGTCAAAGGCGAAGAT 

GCAAAGTCCCAGGTATGGGCCTTCACATACACCCAGCAGATCCTCCAGGAGGAGCTGTGCCTG 

TCAGTCATCACCTTGTTCCCTGGCGCCCCAGTGGTTCTTGTCCTTTGCAAGAATGGAGATGAC 

CGACAGCAATGGACCAAAACTGGTTCCCACATCGAGCACATAGCATCCCACCTCTGCCTCGAT 

ACAGATATGTTCGGTGATGGCACCGAGAACGGCAAGGAAATCGTCGTCAACCCATGTGAGTCC 

TCACTCATGAGCCAGCACTGGGACATGGTGAGCTCTTGAGGACCCCTGCCAGAAGCAGCAAGG 

GCCATGGGGTGGTGCTTCCCTGGACCAGAACAGACTGGAAACTGGGCAGCAAGCAGCCTGCAA 

CCACCTCAGACATCCTGGACTGGGAGGTGGAGGCAGAGCCCCCCAGGACAGGAGCAACTGTCT 

CAGGGAGGACAGAGGAAAACATCACAAGCCAATGGGCTCT^GACAAATCCCACATGTTCTCA 

AGGCCGTTAAGTTCCAGTCCTGGCCAGTCATTCCCTGATTGGTATCTGGAGACAGAAACCTAA 

TGGGAAGTGTTTATTGTTCCTTTTCCTACAAAGGAAGCAGTCTCTGGAGGCCAGAAAGAAAAG 

CCTTCTTTTTCACTAGGCCAGGACTACATTGAGAGATGAAGAATGGAGGTTGTTTCCAAAAGA 

AAT AAAG AG AAA C T T AG AAGT T GT C TC TGG AAAAAAAAAAAAAAAAAAAAAAAJ^^ 

AAAAAAAAAAAAAAAAAA 
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FIGUBE 196 

MRRLTRRLVLPVFGVLWITVLLFFWVTKRKLEVPTGPEVQTPKPSDADWDDLWDQFDERRYLN 
AKKWRVGDDPYKLYAFNQRESERISSNRAIPDTRHLRCTLLVYCTDLPPTSIIITFHNEARST 
LLRTIRSVLNRTPTHLIREIILVDDFSNDPDDCKQLIKLPKVKCLRNNERQGLVRSRIRGADI 
AQGTTLTFLDSHCEVNRDWLQPLLHRVKEDYTRVVCPVIDIINLDTFTYIESASELRGGFDWS 
LHFQWEQLSPEQKARRLDPTEPIRTPIIAGGLFVIDKAWFDYLGKYDMDMDIWGGENFEISFR 
VWMCGGSLEIVPCSRVGHVFRKKHPYVFPDGNANTYIKNTKRTAEVWMDEYKQYYYAARPFAL 
ERPFGNVESRLDLRKNLRCQSFKWYLENIYPELSIPKESSIQKGNIRQRQKCLESQRQNNQET 
PNLKLSPCAKVKGEDAKSQVWAFTYTQQILQEELCLSVITLFPGAPWLVLCKNGDDRQQWTK 
TGSHIEHIASHLCLDTDMFGDGTENGKEIVVNPCESSLMSQHWDMVSS 

Transmemlarane domain : 

amino acids 4 7 5-4 93 

cAMP- and cOdP-dependent prot:e±n kinase phosphorylation site . 

amino acids 2-6 

Tyrosine kinase phosphorylation sites . 

amino acids 68-75, 401-409 



N-myrlstoylatlon sites , 

amino acids 178-184, 186- 



192, 192-198, 346-352, 383-389, 526-532 
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FIGURE 197 

GCAGCTCACCCTTCGCAGCCGCGATGGGGGAAGACGACGCCGCGCTTCGGGCTGGCAGCAGGGGGCTCTCCGACC 

CGTGGGCAGACTCAGTGGGAGTGCGACCCCGCACCACGGAGCGCCACATCGCCGTACACAAGCGGCTTGTGCTGG 

CCTTCGCTGTGTCCCTCGTGGCATTGCTCGCGGTCACAATGCTCGCTGTGCTGCTCAGCCTGCGCTTCGACGAGT 

GCGGGGCGAGTGCCACGCCAGGCGCCGACGGTGGCCCCTCAGGCTTTCCGGAGCGCGGCGGCAACGGGAGCCTCC 

CTGGATCGGCCCGGCGCAACCACCACGCAGGCGGGGACTCCTGGCAGCCCGAGGCGGGTGGGGTGGCCAGTCCGG 

GGACCACGTCGGCCCAGCCGCCGTCGGAGGAGGAGCGGGAGCCGTGGGAGCCGTGGACGCAGCTGCGCCTGTCGG 

GCCACCTGAAGCCGCTGCACTACAATCTGATGCTCACCGCCTTCATGGAGAACTTCACCTTCTCCGGGGAGGTCA 

ACGTGGAGATCGCGTGCCGGAACGCCACCCGCTACGTAGTGCTGCACGCTTCCCGAGTGGCGGTGGAGAAAGTGC 

AGCTGGCCGAGGACCGGGCGTTCGGGGCTGTCCCTGTAGCCGGTTTTTTCCTCTACCCGCAAACCCAGGTCTTAG 

TGGTGGTGCTGAATAGGACACTGGACGCGCAGAGGAATTACAATCTGAAGATTATCTACAACGCGCTCATCGAGA 

ATGAGCTCCTGGGCTTCTTCCGCAGCTCCTATGTGCTCCACGGGGAGAGAAGATTCCTTGGTGTTACTCAGTTTT 

CGCCTACACATGCCAGAAAGGCATTTCCTTGTTTTGATGAGCCAATCTACAAGGCTACTTTCAAAATCAGCATCA 

AGCATCAAGCAACCTATTTATCTTTATCTAATATGCCAGTGGAAACTTCCGTGTTTGAGGAAGATGGATGGGTTA 

CGGATCACTTTTCACAGACCCCTCTCATGTCCACATATTATTTAGCCTGGGCAATTTGCAACTTCACATACAGAG 

AAACTACCACCAAGAGTGGGGTTGTAGTACGATTATATGCAAGACCTGATGCTATCAGAAGAGGATCCGGGGACT 

ATGCTCTCCATATAACAAAGAGATTAATAGAATTTTATGAAGACTACTTTAAAGTGCCCTATTCCTTGCCAAAAC 

TAGATCTTTTAGCTGTGCCTAAGCATCCGTATGCTGCTATGGAGAACTGGGGACTAAGTATTTTTGTGGAACAAA 

GAATACTGCTGGATCCCAGTGTTTCATCTATTTCTTATTTGCTGGATGTCACCATGGTCATTGTTCATGAGATAT 

GTCACCAGTGGTTTGGTGACCTTGTGACGCCTGTGTGGTGGGAAGACGTGTGGCTGAAGGAAGGGTTTGCTCACT 

ACTTTGAATTTGTTGGTACAGACTACCTCTATCCTGGCTGGAACATGGAAAAGCAGAGGTTTCTGACCGATGTTC 

TGCATGAAGTGATGCTGCTGGACGGTTTGGCCAGTTCCCATCCAGTATCACAGGAAGTGCTGCAGGCAACAGATA 

TTGACAGGGTGTTTGACTGGATCGCATATAAAAAGGGTGCTGCTTTAATAAGAATGCTGGCTAATTTTATGGGCC 

ATTCAGTTTTCCAGAGGGGTTTGCAAGATTATTTAACCATTCATAAGTATGGTAATGCAGCCAGAAATGATCTCT 

GGAATACATTATCGGAGGCTTTAAAAAGAAATGGGAAATATGTAAATATACAAGAAGTAATGGATCAGTGGACAC 

TCCAGATGGGTTATCCTGTTATCACCATCTTGGGAAACACAACAGCAGAAAATAGAATAATAATTACCCAACAGC 

ATTTTATCTATGATATCAGTGCTAAAACTAAAGCACTTAAACTTCAGAATAACAGTTACCTGTGGCAGATTCCAT 

TAACTATTGTGGTAGGAAATAGAAGCCATGTGTCTTCAGAAGCAATTATTTGGGTGTCTAACAAATCAGAGCACC 

ACAGAATAACTTATTTGGACAAAGGAAGCTGGCTGCTGGGGAACATCAATCAAACTGGCTATTTTAGAGTCAACT 

ATGACCTAAGGAACTGGAGATTATTAATTGATCAATTAATCCGGAATCATGAGGTTCTTTCTGTCAGTAACCGAG 

CGGGCTTGATCGATGATGCCTTCAGCCTAGCCAGGGCTGGCTATTTGCCTCAGAATATTCCTCTGGAGATTATCA 

GATACCTGTCTGAGGAGAAGGATTTTCTTCCTTGGCATGCTGCCAGCCGAGCTCTTTATCCTCTAGATAAATTAC 

TGGACCGCATGGAAAACTACAACATTTTCAATGAATATATTTTAAAGCAAGTTGCAACAACATATATCAAGCTTG 

GGTGGCCGAAAAATAATTTTAATGGATCTCTTGTTCAAGCATCCTACCAACATGAAGAACTACGTAGAGAAGTTA 

TAATGCTGGCCTGCAGTTTTGGCAACAAGCACTGTCACCAACAGGCATCAACACTTATTTCAGATTGGATTTCCA 

GCAACAGGAACAGAATACCACTAAATGTTAGAGACATCGTATACTGTACAGGAGTGTCACTACTGGATGAGGATG 

TCTGGGAATTCATATGGATGAAATTCCATTCCACCACAGCAGTTTCTGAGAAGAAAATATTATTGGAAGCCTTAA 

CTTGCAGTGATGACAGGAATTTATTAAACAGGCTTCTAAATCTGTCACTGAATTGTGAGGTGGTGCTGGATCAAG 

ATGCAATTGATGTCATAATCCATGTAGCTCGAAATCCACATGGTCGAGACCTTGCCTGGAAGTTTTTCAGGGATA 

AATGGAAGATATTAAATACCAGGTATGGAGAAGCATTGTTTATGTATTCCAAACTCATCAGTGGTGTCACAGAAT 

TTCTTAATACTGAAGGTGAACTCAAAGAGCTCAAGAACTTCATGAAAAACTATGATGGGGTAGCTGCTGCTTCTT 

TCTCACGAGCTGTGGAAACTGTCGAAGCCAATGTGCGCTGGAAAATGCTTTACCAAGACGAGCTTTTCCAATGGT 

TAGGAAAAGCTCTAAGACACTAATATATGTATCTTATAAACAAACAATTCAACTCAGAAG 

GCTTTTTGTGGAATGAGGAAAATGTACTACCTAGAAAATGGCCAGATTTTCAGTGTTAACGTGTGGGAGGAATTT 

TTTTTTTTAGTTTTTATTTTTTGGTTTTGGGGGATATTTTTTATTTGTTTCATTCATTCTGTTCTGTTTCTCTAC 

TGGGTGTTCCTCTCTAAAGAAACTCTTGCAAGTGAAACTAGCCATGATTGCTTCAGCTGTACATTCCTTGCTGTA 

CAGGACCAAATATGATAGTGATGCATGTTGATGTTACAGTCAATTTGGAAAAACATATTCAGAATATCTGTGCAT 

GGATATATTGTCCTGCCTGTGTTCCAGCATGCTTATTTCAAACGTCCAGTGTTGTGTGTGAATATGTGTTACACC 

TAGGATGGGCATTATGCAAAAGCACAAAGATTATATATGACAATCAGTATTGCAATGAAAGAAAAACTAAAAACA 

GAAATGATATTCTCAATTTTGGGCAATGTGAGAGGTAAAATAGCCCTTGACATGATGAACATCACTTATTTCAGC 

ACTTGGATTGTCTGGCAATGATTACTGTGTTGCTAACTCATTTTCTTTGAGTTAAAGCTGTGTATACATTTTAAA 

AGGCATATAGATAGTGTATGCATATGTATATGTACATAGGGAAGCCCCATATGTATATAGTATGTTGTACACTGC 

ACATGTACAAAGAATGTCTTCAGATCAAAGAAAATTTATCTCTTTTTATAAACTTAAGGACAGTTGCAAAAGGCT 

TCAAGGAATTTATCTCAACATTATTCTTTCTATGTCCTAACTAAATTTCTCAACTGTTATGAATTTTTCATCTAC 

TTCTTGAACAGTGGTCTATTCTGCTACATGAAGATGAATACAAACAAAATTTTTGTATAAACTCCCAAAAAAAAA 
AAAAAAAAAA 



I 
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FIGURE 198 

MGEDDAALRAGSRGLSDPWADSVGVRPRTTERHIAVHKRLVLAFAVSLVALLAVTMLAVLLSL 
RFDECGASATPGADGGPSGFPERGGNGSLPGSARRNHHAGGDSWQPEAGGVASPGTTSAQPPS 
EEERE PWE PWTQLRLSGHLKPLH YNLMLTAFMEN FT FSGE VN VE I ACRNATRY VVLHASRVAV 
EKVQLAEDRAFGAVPVAGFFLYPQTQVLVVVLNRTLDAQRNYNLKIIYNALIENELLGFFRSS 
YVLHGERRFLGVTQFSPTHARKAFPCFDEPIYKATFKISIKHQATYLSLSNMPVETSVFEEDG 
WVTDHFSQTPLMSTYYLAWAICNFTYRETTTKSGWVRLYARPDAIRRGSGDYALHITKRLIE 
FYEDYFKVPYSLPKLDLLAVPKHPYAAMENWGLSIFVEQRILLDPSVSSISYLLDVTMVIVHE 
ICHQWFGDLVTPVWWEDVWLKEGFAHYFEFVGTDYLYPGWNMEKQRFLTDVLHEVMLLDGLAS 
SHPVSQEVLQATDIDRVFDWIAYKKGAALIRMLANFMGHSVFQRGLQDYLTIHKYGNAARNDL 
WNTLSEALKRNGKYVNIQEVMDQWTLQMGYPVITILGNTTAENRIIITQQHFIYDISAKTKAL 
KLQNNSYLWQIPLTIWGNRSHVSSEAIIWVSNKSEHHRITYLDKGSWLLGNINQTGYFRVNY 
DLRNWRLLIDQLIRNHEVLSVSNRAGLIDDAFSLARAGYLPQNIPLEIIRYLSEEKDFLPWHA 
ASRALYPLDKLLDRMENYNIFNEYILKQVATTYIKLGWPKNNFNGSLVQASYQHEELRREVIM 
LACSFGNKHCHQQASTLISDWISSNRNRIPLNVRDIVYCTGVSLLDEDVWEFIWMKFHSTTAV 
SEKKILLEALTCSDDRNLLNRLLNLSLNSEVVLDQDAIDVIIHVARNPHGRDLAWKFFRDKWK 
ILNTRYGEALFMYSKLISGVTEFLNTEGELKELKNFMKNYDGVAAASFSRAVETVEANVRWKM 
LYQDELFQWLGKALRH 

Transmembrane domain : 

amino acids 44-63 
N-glycosylation s±t:es . 

amino acids 89-93, 160-164, 175-179, 222-226, 338-342, 605-609, 

634-638, 649-653, 663-667, 684-688, 800-804, 906-910 

cAMP- and cGEMP-dependent protein kinase phosphorylation site. 

amino acids 362-366 

Tyrosine kinase phosphorylation site. 

amino acids 520-528 
N-myris toylation sites . 

amino acids 78-84, 87-93, 90-96, 118-124, 501-507, 604-610, 
825-831, 987-993 

Neutral zinc metallopeptidases , zinc-binding region signature. 

amino acids 437-447 
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FIGURE 199 



GCGCCCGGCGCAGCTCGGCCAGAGCGACCGCGGGGCTGAGCGCGCGTCCGCCCAGGGGGCTCCGGAAGCTGCCCC 
GGCCCGCGGCCTCCTCCCTCGCTCCCGCTTCCCCTTTCTCGCTCACCGCCGCCCTCCTTCCCCAGCTCCCTCGCC 
GTCCGCCCGCCCCACAGCCAGCGGCTCCGCGCCCCCTGCAGCCACGATGCCCGCGGCCCGGCCGCCCGCCGCGGG 
ACTCCGCGGGATCTCGCTGTTCCTCGCTCTGCTCCTGGGGAGCCCGGCGGCAGCGCTGGAGCGAGATGCTGTTCC 
CGAGGGAGATGCTAGCCCTTTGGGTCCTTACCTCCTGCCCTCAGGAGCCCCGGAGAGAGGCAGTCCTGGCAAAGA 
GCACCCTGAAGAGAGAGTGGTAACAGCGCCCCCCAGTTCCTCACAGTCGGCGGAAGTGCTGGGCGAGCTGGTGCT 
GGATGGGACCGCACCCTCTGCACATCACGACATCCCAGCCCTGTCACCGCTGCTTCCAGAGGAGGCCCGCCCCAA 
GCACGCCTTGCCCCCCAAGAAGAAACTGCCTTCGCTCAAGCAGGTGAACTCTGCCAGGAAGCAGCTGAGGCCCAA 
GGCCACCTCCGCAGCCACTGTCCAAAGGGCAGGGTCCCAGCCAGCGTCCCAGGGCCTAGATCTCCTCTCCTCCTC 
CACGGAGAAGCCTGGCCCACCGGGGGACCCGGACCCCATCGTGGCCTCCGAGGAGGCATCAGAAGTGCCCCTTTG 
GCTGGATCGAAAGGAGAGTGCGGTCCCTACAACACCCGCACCCCTGCAAATCTCCCCCTTCACTTCGCAGCCCTA 
TGTGGCCCACACACTCCCCCAGAGGCCAGAACCCGGGGAGCCTGGGCCTGACATGGCCCAGGAGGCCCCCCAGGA 
GGACACCAGCCCCATGGCCCTGATGGACAAAGGTGAGAATGAGCTGACTGGGTCAGCCTCAGAGGAGAGCCAGGA 
GACCACTACCTCCACCATTATCACCACCACGGTCATCACCACCGAGCAAGCACCAGCTCTCTGCAGTGTGAGCTT 
CTCCAATCCTGAGGGGTACATTGACTCCAGCGACTACCCACTGCTGCCCCTCAACAACTTTCTGGAGTGCACATA 
CAACGTGACAGTCTACACTGGCTATGGGGTGGAGCTCCAGGTGAAGAGTGTGAACCTGTCCGATGGGGAACTGCT 
CTCCATCCGCGGGGTGGACGGCCCTACCCTGACCGTCCTGGCCAACCAGACACTCCTGGTGGAGGGGCAGGTAAT 
CCGAAGCCCCACCAACACCATCTCCGTCTACTTCCGGACCTTCCAGGACGACGGCCTTGGGACCTTCCAGCTTCA 
CTACCAGGCCTTCATGCTGAGCTGCAACTTTCCCCGCCGGCCTGACTCTGGGGATGTCACGGTGATGGACCTGCA 
CTCAGGTGGGGTGGCCCACTTTCACTGCCACCTGGGCTATGAGCTCCAGGGCGCTAAGATGCTGACATGCATCAA 
TGCCTCCAAGCCGCACTGGAGCAGCCAGGAGCCCATCTGCTCAGCTCCTTGTGGAGGGGCAGTGCACAATGCCAC 
CATCGGCCGCGTCCTCTCCCCAAGTTACCCTGAAAACACAAATGGGAGCCAATTCTGCATCTGGACGATTGAAGC 
TCCAGAGGGCCAGAAGCTGCACCTGCACTTTGAGAGGCTGTTGCTGCATGACAAGGACAGGATGACGGTTCACAG 
CGGGCAGACCAACAAGTCAGCTCTTCTCTACGACTCCCTTCAAACCGAGAGTGTCCCTTTTGAGGGCCTGCTGAG 
CGAAGGCAACACCATCCGCATCGAGTTCACGTCCGACCAGGCCCGGGCGGCCTCCACCTTCAACATCCGATTTGA 
AGCGTTTGAGAAAGGCCACTGCTATGAGCCCTACATCCAGAATGGGAACTTCACTACATCCGACCCGACCTATAA 
CATTGGGACTATAGTGGAGTTCACCTGCGACCCCGGCCACTCCCTGGAGCAGGGCCCGGCCATCATCGAATGCAT 
CAATGTGCGGGACCCATACTGGAATGACACAGAGCCCCTGTGCAGAGCCATGTGTGGTGGGGAGCTCTCTGCTGT 
GGCTGGGGTGGTATTGTCCCCAAACTGGCCCGAGCCCTACGTGGAAGGTGAAGATTGTATCTGGAAGATCCACGT 
GGGAGAAGAGAAACGGATCTTCTTAGATATCCAGTTCCTGAATCTGAGCAACAGTGACATCTTGACCATCTACGA 
TGGCGACGAGGTCATGCCCCACATCTTGGGGCAGTACCTTGGGAACAGTGGCCCCCAGAAACTGTACTCCTCCAC 
GCCAGACTTAACCATCCAGTTCCATTCGGACCCTGCTGGCCTCATCTTTGGAAAGGGCCAGGGATTTATCATGAA 
CTACATAGAGGTATCAAGGAATGACTCCTGCTCGGATTTACCCGAGATCCAGAATGGCTGGAAAACCACTTCTCA 
CACGGAGTTGGTGCGGGGAGCCAGAATCACCTACCAGTGTGACCCCGGCTATGACATCGTGGGGAGTGACACCCT 
CACCTGCCAGTGGGACCTCAGCTGGAGCAGCGACCCCCCATTTTGTGAGAAAATTATGTACTGCACCGACCCCGG 
AGAGGTGGATCACTCGACCCGCTTAATTTCGGATCCTGTGCTGCTGGTGGGGACCACCATCCAATACACCTGCAA 
CCCCGGTTTTGTGCTTGAAGGGAGTTCTCTTCTGACCTGCTACAGCCGTGAAACAGGGACTCCCATCTGGACGTC 
TCGCCTGCCCCACTGCGTTTCGGAGGAGTCCCTGGCATGTGACAACCCAGGGCTGCCTGAAAATGGATACCAAAT 
CCTGTACAAGCGACTCTACCTGCCAGGAGAGTCCCTCACCTTCATGTGCTACGAAGGCTTTGAGCTCATGGGTGA 
AGTGACCATCCGCTGCATCCTGGGACAGCCATCCCACTGGAACGGGCCCCTGCCCGTGTGTAAAGTTAATCAAGA 
CAGTTTTGAACATGCTTTAGAAGCAGAAGCGGCAGCAGAGACGTCGCTGGAAGGGGGGAACATGGCCCTGGCTAT 
CTTCATCCC_GGTCCTCATCATCTCCTTACTGCTGGGAGGAGCCTACATTTACATCACAAGATGTCGCTACTATTC 
CAACCTCCGCCTGCCTCTGATGTACTCCCACCCCTACAGCCAGATCACCGTGGAAACCGAGTTTGACAACCCCAT 
TTACGAGACAGGGGAAACCAGAGAGTATGAGGTTTCTATCTAAAGAGAGCTACACTTGAGAAGGGGACTTGTGAA 
CTCAACCACAATCTCCTCGAGACATTCATCCAGAGACCATGTGGCACTTGATTGAAACCCCAGAATGTCGACTGT 
CTTTTGTTTAGACTCTTTATCAAAGGTTTACTGTTTTCTTCCCTGTATTTATTATATTTAAAAGTGAAAAAAAAA 
AAAAAAAAAAA 
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FIGURE 200 

MPAARPPAAGLRGISLFLALLLGSPAAALERDALPEGDASPLGPYLLPSGAPERGSPGKEHPE 
ERVVTAPPSSSQSAEVLGELVLDGTAPSAHHDIPALSPLLPEEARPKHALPPKKKLPSLKQVN 
SARKQLRPKATSAATVQE^GSQPASQGLDLLSSSTEKPGPPGDPDPIVASEEASEVPLWLDRK 

esavpttpaplqispftsqpyvahtlpqrpepgepgpdmaqeapqedtspmalmdkgeneltg 
saseesqetttstiitttvitteqapalcsvsfsnpegyidssdypllplnnflectynvtvy 
tgygvelqvksvnlsdgellsirgvdgptltvlanqtllvegqvirsptntisvyfrtfqddg 
lgtfqlhyqafmlscnfprrpdsgdvtvmdlhsggvahfhchlgyelqgakmltcinaskphw 
ssqepicsapcggavhnatigrvlspsypentngsqfciwtieapegqklhlhferlllhdkd 
rmtvhsgqtnksallydslqtesvpfegllsegntirieftsdqaraastfnirfeafekghc 
yepyiqngnfttsdptynigtiveftcdpghsleqgpaiiecinvrdpywndteplcramcgg 
elsavagvvlspnwpepyvegedciwkihvgeekrifldiqflnlsnsdiltiydgdevmphi 
lgqylgnsgpqklysstpdltiqfhsdpaglifgkgqgfimnyievsrndscsdlpeiqngwk 
ttshtelvrgarityqcdpgydivgsdtltcqwdlswssdppfcekimyctdpgevdhstrli 
sdpvllvgttiqytcnpgfvlegsslltcysretgtpiwtsrlphcvseeslacdnpglpeng 
yqilykrlylpgesltfivicyegfelmgevtircilgqpshwngplpvckvnqdsfehaleaea 
aaetsleggnmalaifipvliislllggayiyitrcryysnlrlplmyshpysqitvetefdn- 

PIYETGETREYEVSI 

Signal peptide: 

amino acids 1-28 
Transmembrane domain : 
amino acids 893-915 
W-glycosylation sxt:es . 

amino acids 311-315, 328-332, 350-354, 435-439, 458-462, 474-478, 
514-518, 576-580, 618-622, 674-678, 742-746 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 188-192 
N-myristoylation sites. 

amino acids 23-29, 87-93, 146-152, 454-460, 475-481, 575-581, 
629-635, 695-701, 723-729, 766-772, 877-883, 953-959 
Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 383-394 
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FIGURE 201 

GATGGCTACGGCAGGGGGTGGCTCTGGGGCTGACCCGGGAAGTCGGGGTCTCCTTCGCCTTCT 

GTCTTTCTGCGTCCTACTAGCAGGTTTGTGCAGGGGAAACTCAGTGGAGAGGAAGATATATAT 

CCCCTTAAATAAAACAGCTCCCTGTGTTCGCCTGCTCAACGCCACTCATCAGATfGGCTGCCA 

GTCTTCAATTAGTGGAGACACAGGGGTTATCCACGTAGTAGAGAAAGAGGAGGACCTACAGTG 

GGTATTGACTGATGGCCCCAACCCCCCTTACATGGTTCTGCTGGAGAGCAAGCATTTTACCAG 

GGATTTAATGGAGAAGCTGAAAGGGAGAACGAGCCGAATTGCTGGTCTTGCAGTGTCCTTGAC 

CAAGCCCAGTCCTGCCTCAGGCTTCTCTCCTAGTGTACAGTGCCCAAATGATGGGTTTGGTGT 

TTACTCCAATTCCTATGGGCCAGAGTTTGCTCACTGCAGAGAAATACAGTGGAATTCGCTGGG 

CAATGGTTTGGCTTATGAAGACTTTAGTTTCCCCATCTTTCTTCTTGAAGATGAAAATGAAAC 

CAAAGTCATCAAGCAGTGCTATCAAGATCACAACCTGAGTCAGAATGGCTCAGCACCAACCTT 

CCCACTATGTGCCATGCAGCTCTTTTCACACATGCATGCTGTCATCAGCACTGCCACCTGCAT 

GCGGCGCAGCTCCATCCAAAGCACCTTCAGCATCAACCCAGAAATCGTCTGTGACCCCCTGTC 

TGATTACAATGTGTGGAGCATGCTAAAGCCTATAAATACAACTGGGACATTAAAGCCTGACGA 

CAGGGTTGTGGTTGCTGCCACCCGGCTGGATAGTCGTTCCTTTTTCTGGAATGTGGCCCCAGG 

GGCTGAAAGCGCAGTGGCTTCCTTTGTCACCCAGCTGGCTGCTGCTGAAGCTTTGCAAAAGGC 

ACCTGATGTGACCACCCTGCCCCGCAATGTCATGTTTGTCTTCTTTCAAGGGGAAACTTTTGA 

CTACATTGGCAGCTCGAGGATGGTCTACGATATGGAGAAGGGCAAGTTTCCCGTGCAGTTAGA 

GAATGTTGACTCATTTGTGGAGCTGGGACAGGTGGCCTTAAGAACTTCATTAGAGCTTTGGAT 

GCACACAGATCCTGTTTCTCAGAAAAATGAGTCTGTACGGAACCAGGTGGAGGATCTCCTGGC 

CACATTGGAGAAGAGTGGTGCTGGTGTCCCTGCTGTCATCCTCAGGAGGCCAAATCAGTCCCA 

GCCTCTCCCA'CCATCTTCCCTGCAGCGATTTCTTCGAGCTCGAAACATCTCTGGCGTTGTTCT 

GGCTGACCACTCTGGTGCCTTCCATAACAAATATTACCAGAGTATTTACGACACTGCTGAGAA 

CATTAATGTGAGCTATCCCG7VATGGCTGAGCCCTGAAGAGGACCTGAACTTTGTAACAGACAC 

TGCCAAGGCCCTGGCAGATGTGGCCACGGTGCTGGGACGTGCTCTGTATGAGCTTGCAGGAGG 

AACCAACTTCAGCGACACAGTTCAGGCTGATCCCCAAACGGTTACCCGCCTGCTCTATGGGTT 

CCTGATTAAAGCCAACAACTCATGGTTCCAGTCTATCCTCAGGCAGGACCTAAGGTCCTACTT 

GGGTGACGGGCCTCTTCAACATTACATCGCTGTCTCCAGCCCCACCAACACCACTTATGTTGT 

ACAGTATGCCTTGGCAAATTTGACTGGCACAGTGGTCAACCTCACCCGAGAGCAGTGCCAGGA 

TCCAAGTAAAGTCCCAAGTGAAAACAAGGATCTGTATGAGTACTCATGGGTCCAGGGCCCTTT 

GCATTCTAATGAGACGGACCGACTCCCCCGGTGTGTGCGTTCTACTGCACGATTAGCCAGGGC 

CTTGTCTCCTGCCTTTGAACTGAGTCAGTGGAGCTCTACTGAATACTCTACATGGACTGAGAG 

CCGCTGGAAAGATATCCGTGCCCGGATATTTCTCATCGCCAGCAAAGAGCTTGAGTTGATCAC 

CCTGACAGTGGGCTTCGGCATCCTCATCTTCTCCCTCATCGTCACCTACTGCATCAATGCCAA 

AGCTGATGTCCTTTTCATTGCTCCCCGGGAGCCAGGAGCTGTGTCATACTGAGGAGGACCCCA 

GCTTTTCTTGCCA_GNTCAGCAGTTCACTTCCTAGAGCATCTGTCCCACTGGGACACAACCACT 

AATTTGTCACTGGAACCTCCCTGGGCCTGTCTCAGATTGGGATTAACATAAAAGAGTGGAACT' 

ATCCAAAAGAGACAGGGAGAAATAAATAAATTGCCTCCCTTCCTCCGCTCCCCTTTCCCATCA 

CCCCTTCCCCATTTCCTCTTGCTTCTCTACTCATGCCAGATTTTGGGATTACAAATAGAAGCT 

TCTTGCTCCTGTTTAACTCCCTAGTTACCCACCCTAATTTGCCCTTCAGGACCCTTCTACTTT 

TTCCTTCCTGCCCTGTACCTCTCTCTGCTCCTCACCCCCACCCCTGTACCCAGCCACCTTCCT 

GACTGGGAAGGACATAAAAGGTTTAATGTCAGGGTCAAACTACATTGAGCCCCTGAGGACAGG 

GGCATCTCTGGGCTGAGCCTACTGTCTCCTTCCCACTGTCCTTTCTCCAGGCCCTCAGATGGC 

ACATTAGGGTGGGCGTGCTGCGGGTGGGTATCCCACCTCCAGCCCACAGTGCTCAGTTGTACT 

TTTTATTAAGCTGTAATATCTATTTTTGTTTTTGTCTTTTTCCTTTATTCTTTTTGTAAATAT 

ATATATAATGAGTTTCATTAAAATAGATTATCCC 
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FIQORE 202 

MATAGGGSGADPGSRGLLRLLSFCVLLAGLCRGNSVERKIYIPLNKTAPCVRLLNATHQIGCQ 
SSISGDTGVIHVVEKEEDLQWVLTDGPNPPYMVLLESKHFTRDLMEKLKGRTSRIAGLAVSLT 
KPSPASGFSPSVQCPNDGFGVYSNSYGPEFAHCREIQWNSLGNGLAYEDFSFPIFLLEDENET 
KVIKQCYQDHNLSQNGSAPTFPLCAMQLFSHMHAVISTATCMRRSSIQSTFSINPEIVCDPLS 
DYNVWSMLKPINTTGTLKPDDRWVAATRLDSRSFFWNVAPGAESAVASFVTQLAAAEALQKA 
PDVTTLPRNVMFVFFQGETFDYIGSSRMVYDMEKGKFPVQLENVDSFVELGQVALRTSLELWM 
HTDPVSQKNESVRNQVEDLLATLEKSGAGVPAVILRRPNQSQPLPPSSLQRFLRARNISGVVL 
ADHSGAFHNKYYQSIYDTAENINVSYPEWLSPEEDLNFVTDTAKALADVATVLGRALYELAGG 
TNFSDTVQADPQTVTRLLYGFLIKANNSWFQSILRQDLRSYLGDGPLQHYIAVSSPTNTTYVV 
QYALANLTGTVVNLTREQCQDPSKVPSENKDLYEYSWVQGPLHSNETDRLPRCVRSTARLARA 
LSPAFELSQWSSTEYSTWTESRWKDIRARIFLIASKELELITLTVGFGILIFSLIVTYCINAK 
ADVLFIAPREPGAVSY 

Signal peptide: 

amino acids 1-33 

Transmembr-ane domain : 

amino acids 671-692 

N-glycosylation sites . 

amino acids 45-49, 55-59, 187-191, 200-204, 204-208, 254-268, 

387-391, 417-421, 435-439, 464-468, 506-510, 530-534, 562-566, 
57 3-57 7, 580-584, 612-616 

Glycosaminoglycan attachment site. 

amino acids 404-408 

cAMP- and cGMP- dependent protein kinase phosphorylation site. 

amino acids 232-236 

N-myristoylation site. 

amino acids 5-11, 6-12, 9-15, 29-35, 61-67, 120-126, 146-152, 
168-174, 205-211, 294-300, 438-444, 446-452, 504-510, 576-582 " 
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FIGURE 203 

GCTAGACCGAGCCCTGGGAGGCTACGGGCTCCCCCGGAAACCCTGCCAGGGGAGCCGGGTTTT 
GAGCTCAGGCGCCTCTAGCGGCGGCCCCCAGAAATCTGACTCGCGAGGCCAGAGTTGCAGGGA 
CTGAATAGCAAACTGAGGCTGAGTAGGGAACAGACCATGAGGTCAGTGCAGATCTTCCTCTCC 
CAATGCCGTTTGCTCCTTCTACTAGTTCCGACAATGCTCCTTAAGTCTCTTGGCGAAGATGTA 
ATTTTTCACCCTGAAGGGGAGTTTGACTCGTATGAAGTCACCATTCCTGAGAAGCTGAGCTTC 
CGGGGAGAGGTGCAGGGTGTGGTCAGTCCCGTGTCCTACCTACTGCAGTTAAAAGGCAAGAAG 
CACGTCCTCCATTTGTGGCCCAAGAGACTTCTGTTGCCCCGACATCTGCGCGTTTTCTCCTTC 
ACAGAACATGGGG7VACTGCTGGAGGATCATCCTTACATACCAAAGGACTGCAACTACATGGGC 
TCCGTGAAAGAGTCTCTGGACTCTAAAGCTACTATAAGCACATGCATGGGGGGTCTCCGAGGT- 
GTATTTAACATTGATGCCAAACATTACCAAATTGAGCCCCTCAAGGCCTCTCCCAGTTTTGAA 
CATGTCGTCTATCTCCTGAAGAAAGAGCAGTTTGGGAATCAGGTTTGTGGCTTAAGTGATGAT 
GAAATAGAATGGCAGATGGCCCCTTATGAGAATAAGGCGAGGCTAAGGGACTTTCCTGGATCC 
TATAAACACCCAAAGTACTTGGAATTGATCCTACTCTTTGATCAAAGTAGGTATAGGTTTGTG 
AACAACAATCTTTCTCAAGTCATACATGATGCCATTCTTTTGACTGGGATTATGGACACCTAC 
TTTCAAGATGTTCGTATGAGGATACACTTAAAGGCTCTTGAAGTATGGACAGATTTTAACAAA 
ATACGCGTTGGATATCCAGAGTTAGCTGAAGTTTTAGGCAGATTTGTAATATATAAAAAAAGT 
GTATTAAATGCTCGCCTGTCATCAGATTGGGCACATTTATATCTTCAAAGAAAATATAATGAT 
GCTCTTGCATGGTCGTTTGGAAAAGTGTGTTCTCTAGAATATGCTGGATCAGTGAGTACTTTA 
CTAGATACAAATATCCTTGCCCCTGCTACCTGGTCTGCTCATGAGCTGGGTCATGCTGTAGGA 
ATGTCACATGATGAACAATACTGCCAATGTAGGGGTAGGCTTAATTGCATCATGGGCTCAGGA 
CGCACTGGGTTTAGCAATTGCAGTTATATCTCTTTTTTT7yy\CATATCTCTTCGGGAGCAACA 
TGTCTAAATAATATCCCAGGACTAGGTTATGTGCTTAAGAGATGTGGAAACAAAATTGTGGAG 
GACAATGAGGAATGTGACTGTGGTTCCACAGAGGAGTGTCAGAAAGATCGGTGTTGCCAATCA 
AATTGTAAGTTGCAACCAGGTGCCAACTGTAGCATTGGACTTTGCTGTCATGATTGTCGGTTT 
CGTCCATCTGGATACGTGTGTAGGCAGGAAGGAAATGAATGTGACCTTGCAGAGTACTGCGAC 
GGGAATTCAAGTTCCTGCCCAAATGACGTTTATAAGCAGGATGGAACCCCTTGCAAGTATGAA 
GGCCGTTGTTTCAGGAAGGGGTGCAGATCCAGATATATGCAGTGCCAAAGCATTTTTGGACCT 
GATGCCATGGAGGCTCCTAGTGAGTGCTATGATGCAGTTAACTTAATAGGTGATCAATTTGGT 
AACTGTGAGATTACAGGAATTCGAAATTTTAAAAAGTGTGAAAGTGCAAATTCAATATGTGGC 
AGGCTACAGTGTATAAATGTTGAAACCATCCCTGATTTGCCAGAGCATACGACTATAATTTCT 
ACTCATTTACAGGCAGAAAATCTCATGTGCTGGGGCACAGGCTATCATCTATCCATGAAACCC 
ATGGGAATACCTGACCTAGGTATGATAAATGATGGCACCTCCTGTGGAGAAGGCCGGGTATGT 
TTTAAAAAAAATTGCGTCAATAGCTCAGTCCTGCAGTTTGACTGTTTGCCTGAGAAATGCAAT 
ACCCGGGGTGTTTGCAACAACAGAAAAAACTGCCACTGCATGTATGGGTGGGCACCTCCATTC 
TGTGAGGAAGTGGGGTATGGAGGAAGCATTGACAGTGGGCCTCCAGGACTGCTCAGAGGGGCG 
ATTCCCTCGTCAATTTGGGTTGTGTCCATCATAATGTTTCGCCTTATTTTATTAATCCTTTCA 
GTGGTTTTTGTGTTTTTCCGGCAAGTGATAGGAAACCACTTAAAACCCAAACAGGAAAAAATG 
CCACTATCCAAAGCAAAAACTGAACAGGAAGAATCTAAAACAAAAACTGTACAGGAAGAATCT 
AAAACAAAAACTGGACAGGAAGAATCTGAAGCAAAAACTGGACAGGAAGAATCTAAAGCAAAA 
ACTGGACAGGAAGAATCTAAAGCAAACATTGAAAGTAAACGACCCAAAGCAAAGAGTGTCAAG 
AAACAAAAAAAG TAA CCGGGCAATCCATACTCATTCAGTAACACAGGCTCATTTATTTAACCA 
GCTAATCATTTATCCAAAGGCTTTCCATTCTTCTCCCAATATTTTTTTACTTTAATTTTTCCC 
ACAAGTTTTGATCAGCAAATAAACAGCATTCTTGTTTTGGAAACAAAAA 
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FIQORE 204 

MRSVQIFLSQCRLLLLLVPTMLLKSLGEDVIFHPEGEFDSYEVTIPEKLSFRGEVQGVVSPVS 
YLLQLKGKKHVLHLWPKRLLLPRHLRVFSFTEHGELLEDHPYIPKDCNYMGSVKESLDSKATI 
STCMGGLRGVFNIDAKHYQIEPLKASPSFEHVVYLLKKEQFGNQVCGLSDDEIEWQMAPYENK 
ARLRDFPGSYKHPKYLELILLFDQSRYRFVNNNLSQVIHDAILLTGIMDTYFQDVRMRIHLKA 
LEVWTDFNKIRVGYPELAEVLGRFVIYKKSVLNARLSSDWAHLYLQRKYNDALAWSFGKVCSL 
EYAGSVSTLLDTNILAPATWSAHELGHAVGMSHDEQYCQCRGRLNCIMGSGRTGFSNCSYISF 
FKHISSGATCLNNIPGLGYVLKRCGNKIVEDNEECDCGSTEECQKDRCCQSNCKLQPGANCSI 
GLCCHDCRFRPSGYVCRQEGNECDLAEYCDGNSSSCPNDVYKQDGTPCKYEGRCFRKGCRSRY 
MQCQSIFGPDAMEAPSECYDAVNLIGDQFGNCEITGIRNFKKCESANSICGRLQCINVETIPD 
LPEHTTIISTHLQAENLMCWGTGYHLSMKPMGIPDLGMINDGTSCGEGRVCFKKNCVNSSVLQ 
FDCLPEKCNTRGVCNNRKNCHCiyiYGWAPPFCEEVG YGGS I DSGPPGLLRGAI PS S I WWS I IM 
FRLILLILSWFVFFRQVIGNHLKPKQEKMPLSKAKTEQE.ESKTKTVQEESKTKTGQEESEAK 
TGQEESKAKTGQEESKANIESKRPKAKSVKKQKK 

Signal peptilde : 
amino acids 1-27 
Transmembrane domain: 
amino acids 684-705 
N-glycosylation sx-tes . 

amino acids. 222-226, 372-376, 438-442, 473-477, 625-629 
N-myristoylation sites. 

amino acids 131-137, 168-174, 235-241, 319-325, 364-370, 436-442, 

472-478, 609-615, 642-648, 668-674, 676-680, 680-686, 749-755, 

758-764, 767-773 

^^idation site . 

amino acids 69-73 

Disintegzrins proteins 

amino acids 429-479 

EGF-like domain proteins 

amino acids 650-662 

Neutral zinc metallopeptidases , zinc-binding region proteins 

amino acids 335-345 
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FIGURE 205 



CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGGGAAGGTTGAATGGGGTAGAAGGCCTG 
TTGTGGAGGGAAACCACCCATCCTCCTGCCTCCCACCACCACCATCATCCTGGCTGGACGGAG 
AGGGTGACGGGGGCTGGGAAGGGGCAGCTCATGTTCAGGTTTCCAGGAGGGGCTACCTGTTGA 
CTGTCTTTGCAGGAAGAAGAAAACACCTGAGTGACCAGATGTCCCAGCTCCAGGTGCCTTGCC 
AGATGGCCAGAACCACACCTCTTGAAGAGTGACAGTGCTGTGGAGCATGGTTTCTGCACACCT 
GGAATGACTGGAACCCCAAAGACTCAAGAAGGAGCTAAAGATCTTGAAGTAGACATGAATAAA 
ACAGAAGGCTGTGGACCACCTGTCGAGATGGAGAAGTCCTTCTGAGGCTATCCAAACACGGAC 
CAGGCCATGAGACCCCGATGACCATCCCTGAATTTTTTCGAGAGTCAGTCAACCGATTTGGAA 
CTTATCCAGCCCTCCCATCCAAGAATGGCAAAAAGTGGGAAATTCTGAATTTCAACCAGTACT 
ATGAGGCTTGTCGGAAGGCTGCAAAATCCTTGATCAAGCTGGGTTTGGAGCGTTTCCACGGAG 
TTGGTATCCTGGGGTTTAACTCTGCAGAGTGGTTTATCACTGCTGTTGGTGCCATCCTAGCCG 
GGGGTCTTTGTGTTGGTATTTATGCCACCAACTCTGCCGAGGCTTGTCAATATGTCATCACTC 
ATGCCAAAGTGAACATCTTGCTGGTTGAGAATGATCAACAGTTACAGAAAATCCTTTCGATTC 
CACAGAGCAGCCTAGAGCCCCTAAAAGCGATCATCCAGTACAGACTGCCAATGAAGAAGAACA 
ACAACTTGTACTCTTGGGATGATTTCATGGAACTTGGCAGAAGTATCCCTGACACCCAACTGG 
AGCAGGTCATCGAGAGCCAGAAGGCGAATCAATGCGCAGTGCTCATCTACACTTCAGGGACCA 
CAGGCATACCCAAGGGAGTGATGCTCAGTCATGACAACATCACGTGGATTGCAGGAGCAGTGA 
CAAAGGACTTTAAACTGACAGACAAGCATGAGACGGTGGTTAGCTACCTCCCACTCAGCCATA 
TTGCAGCACAGATGATGGACATCTGGGTACCCATAAAGATTGGGGCGCTCACATACTTTGCTC 
AAGCAGATGCTCTCAAGGGCACCTTGGTAAGTACTCTAAAGGAGGTAAAACCTACTGTCTTCA 
TTGGAGTGCCTCAAATTTGGGAGAAGATACATGAGATGGTGAAGAAAAATAGTGCCAAGTCCA 
TCGGCTTGAAGAAGAAGGCATTCGTGTGGGCAAGAAACATTGGCTTCAAGGTCAACTCAAAAA 
AGATGTTGGGGAAATATAATACTCCCGTGAGCTACCGCATGGCTAAGACTCTCGTGTTCAGCA 
AAGTCAAGACATCCCTTGGCTTGGATCACTGTCACTCTTTTATCAGTGGGACTGCGCCCCTCA 
ACCAAGAGACTGCCGAGTTCTTTCTAAGCTTGGACATACCTATAGGCGAGTTGTATGGGTTGA 
GTGAGAGCTCGGGACCCCACACGATATCCAACCAGAATAACTACAGGCTTCTAAGCTGTGGCA 
AGATCTTGACTGGGTGTAAGAATATGCTGTTCCAGCAGAACAAGGATGGCATTGGGGAGATCT 
GCCTCTGGGGTAGGCACATCTTCATGGGCTATCTGGT^T^GTGAGACTGAAACTACAGAGGCCA 
TCGATGATGAAGGCTGGCTACACTCTGGGGATCTGGGCCAGCTGGACGGTCTGGGTTTCCTCT 
ATGTCACCGGCCACATCAAAGA7U\TCCTTATCACTGCTGGTGGTGAAAATGTGCCCCCCATTC 
CTGTTGAGACCTTGGTTAAGAAGAAGATCCCCATCATCAGTAACGCCATGTTAGTAGGAGATA 
AACTGAAGTTTCTGAGCATGTTGCTGACGCTGAAGTGTGAGATGAATCAGATGAGCGGAGAAC 
CTCTGGACAAGCTGAACTTCGAGGCCATCAACTTCTGTCGGGGTCTGGGCAGCCAGGCATCCA 
CCGTGACTGAGATTGTGAAGCAGCAAGACCCCCTGGTCTACAAGGCCATCCAGCAAGGCATCA 
ATGCTGTGAACCAGG_AAGCC_ATG7^CAATGCACAGAGGATTGAAAAGTGGGTCATCTTGGAGA 
AGGACTTTTCCATCTATGGTGGAGAGCTAGGTCCAATGATGAAACTTAAGAGACATTTTGTAG 
CCCAGAAATACAAAAAACAAATTGATCACATGTACCACTGACTGCTTTGATGGAGCTGCTCTC 
AGCTGTTCTGATGCCTTCAGCAGGAAGACCTCATTGCAATAAGTGAAATGCTGCTCTAGGTAG 
AAGCTCTCCCTGCTGTTTTTAAGAAGCCACATTCCTCATTGGTCAGTTTCTTGATTGTTCGTG 
TGTTGGAGAGGTGCTCCCTAGAAGAACCTGCCATACGTTTCAAAGCAATAAAATCACTGTATA 
TCTTTCTAAGGACCTTCAAGTCATGACTCCAGGGAAGCCTATTGGGAAGTCTACTAAAT^CTG 
CCTGATTTACAAGAAAGACCTGAACTTGTGGGCTCCCATTTGATTTTTTTCTCCTCAGGGGAC 
TCAGACATTAGAAAGAAAAAGCCTCACAGATTTGAAGAACTGGACCCCCAAATCAACTCACCT 
GCCTGGAAGCAACTGGGAAACCCTTCCAATAAGTCCTGATAATAAAGCACTTCAGGGTCCCAA 
AAAAAAAAAA 



wo 01/40466 PCT/USOO/32678 



206/550 

FIGURE 206 

MTIPEFFRESVNRFGTYPALPSKNGKKWEILNFNQYYEACRKAAKSLIKLGLERFHGVGILGF 
NSAEWFITAVGAILAGGLCVGIYATNSAEACQYVITHAKVNILLVENDQQLQKILSIPQSSLE 
PLKAIIQYRLPMKKNNNLYSWDDFMELGRSIPDTQLEQVIESQKANQCAVLIYTSGTTGIPKG 
VMLSHDNITWIAGAVTKDFKLTDKHETWSYLPLSHIAAQMMDIWVPIKIGALTYFAQADALK 
GTLVSTLKEVKPTVFIGVPQIWEKIHEMVKKNSAKSMGLKKKAFVWARNIGFKVNSKKMLGKY 
NTPVSYRMAKTLVFSKVKTSLGLDHCHSFISGTAPLNQETAEFFLSLDIPIGELYGLSESSGP 
HTISNQNNYRLLSCGKILTGCKNMLFQQNKDGIGEICLWGRHIFMGYLESETETTEAIDDEGW 
LHSGDLGQLDGLGFLYVTGHIKEILITAGGENVPPI PVETLVKKKIPIISNAMLVGDKLKFLS 
MLLTLKCEMNQMSGEPLDKLNFEAINFCRGLGSQASTVTEIVKQQDPLVYKAIQQGINAVNQE 
AMNNAQRIEKWVILEKDFSIYGGELGPMMKLKRHFVAQKYKKQIDHiyiYH 

Signal peptiide; 

amino acids 1-22 
Transmembrane domain : 
amino acids 65-86 
N-glycosylation sit:e . 

amino acids 196-200 

cAMP- and cGMP- dependent protein kinase phosphorylation site. 

amino acids 282-286 

Tyrosine kinase phosphoir^lation sites . 

amino acids 547-555, 608-616 
N-myristoylation sites . 

amino acids 15-21, 74-80, 80-86, 84-90, 185-191, 189-195, 
253-259, 337-343, 371-377, 448-454, 536-542 
Amidation site, 
amino acids 24-28 

Putative AMP-binding domain signature. 

amino acids 177-189 

Putative AMP-binding domain proteins. 

amino acids 173-190 



wo 01/40466 



PCT/USOO/32678 



207/550 



FIGURE 207 

CCCACGCGTCCGCCCACGCGTCCGCGGACGCGTGGGGCCAGATCGCGGCCGGCGCCAGCGCCA 
CCGTCCGGTCCACCCGCCAGCCCGCACAGCCGCGCCGCCGCCGAGCGTTTCGTGAGCGGCGCT 
' CCGAGGATCAGGT^TGGGGCTTCGGGCGCTGGGCGCGCTCCGAACCCGGCGCACGTAAGAGCC 
TGGGAGCGCCCGAGCCGCCCGGCTGCCCGGAGCCCCATCGCCTAGGACCGGGAGATGCTGGAA 
ATGCAACCGCCTGTTCCCCGAGGAGCCGCTGCCCCCGGGACCCCCTGGCACTGTGCGCACCCT 
GGTCAGCAGCCCCCGGAGAAGACGGCGCCCCCAACGCCCGACCCGCGTGGCCGTGGCAGCGCC 
ACGCGAGCCCTCTAGGCGACCGCAGGGCCACAGCAGCTCAGCCGCCGGTGCCCCCTCGGAAAC 
CATGACCCCCGGCGCGGGCCCATGGAGCCATGGCCTATAGGGTCCTGGGCCGCGCGGGGCCAC 
CTCAGCCGCGGAGGGCGCGCAGGCTGCTCTTCGCCTTCACGCTCTCGCTCTCCTGCACTTACC 
TGTGTTACAGCTTCCTGTGCTGCTGCGACGACCTGGGTCGGAGCCGCCTCCTCGGCGCGCCTC 
GCTGCCTCCGCGGCCCCAGCGCGGGCGGCCAGAAACTTCTCCAGAAGTCCCGCCCCTGTGATC 
CCTCCGGGCCGACGCCCAGCGAGCCCAGCGCTCCCAGCGCGCCCGCCGCCGCCGTGCCCGCCC 
CTCGCCTCTCCGGTTCCAACCACTCCGGCTCACCCAAGCTGGGTACCAAGCGGTTGCCCCAAG 
CCCTCATTGTGGGCGTGAAGAAGGGGGGCACCCGGGCCGTGCTGGAGTTTATCCGAGTACACC 
CGGACGTGCGGGCCTTGGGCACGGAACCCCACTTCTTTGACAGGAACTACGGCCGCGGGCTGG 
ATTGGTACAGGAGCCTGATGCCCAGGACCCTCGAGAGCCAGATCACGCTGGAGAAGACGCCCA 
GCTACTTTGTCACTCAAGAGGCTCCTCGACGCATCTTCAACATGTCCCGAGACACCAAGCTGA 
TCGTGGTTGTGCGGAACCCTGTGACCCGTGCCATCTCTGATTACACGCAGACACTCTCCAAGA 
AGCCCGACATCCCGACCTTTGAGGGCCTCTCCTTCCGCAACCGCACCCTGGGCCTGGTGGACG 
TGTCATGGAACGCCATCCGCATCGGCATGTACGTGCTGCACCTGGAGAGCTGGCTGCAGTACT 
TCCCGCTAGCTCAGATTCACTTCGTCAGTGGCGAGCGACTCATCACTGACCCGGCCGGCGAGA 
TGGGGCGAGTCCAGGACTTCCTGGGCATTAAGAGATTCATCACGGACAAGCACTTCTATTTCA 
ACAAGACCAAAGGATTCCCTTGCTTGAAAAAAACAGAATCGAGCCTCCTGCCTCGATGCTTGG 
GCAAATCAAAAGGGAGAACTCATGTACAGATTGATCCTGAAGTGATAGACCAGCTCCGAGAAT 
TTTATAGACCGTATAATATCAAATTTTATGAAACCGTTGGGCAGGACTTCAGGTGGGAATAAG 
CCCACGAAAGGAAAGGGCTCTCAAGGGCTCTTCTGCTCATCTCTTCCGTGAGATTTGCTCCCA 
GACCCTCTGATCTCCCTCCAACAAACCCTGGCTCCAGCCCCCTTTCCCAACTTGAGTTGCATC 
ATCTTGGAACCAGGAAGCCCAGCTAAAGCCAAGAGACCAGAGAGTCCCTGCCACTAGTTTTCA 
TCAGTCTGTTCAAGCAAAGTTGATCTGCTCCTGGCACGTCCAGTAAATTCCAGAATCATTCTC 
CTTTCTGCCCATAAAGGGCCTTGGAGAATTGCTTTAAGAAGAGTGAATGTTCCAATGATGATA 
GATATTATAAGCGATGATGGTTCTGTTGCTATGAACACAGCAGTCGGTCCCTGTCATTGTCCA 
CCCAGGAGTGGCCTTGTTAATTCCAAGTGGCATGTATCTTCCCTCTGAGCTTCATTTCTTCAA 
GATGCTCTGGGTGGTGGGATGGGAGACCATCCTCAGCCCTCCTCAGACCTTATCAATTCATTG 
AGAGATTGCAAAGCTGAAAGCACCTCCGGCCACTCCTGGGAGACAGACCCTTTGGTGATGAAA 
TAAACCAGTGACTTCAGAGCCTATGGTCTCAACTGTGCTTGAAAAACACTGTCTCTGAAAACA 
ACTTTGTGATTCTCCCTGCTCCCTGTGGACAAAAGCACATAATTCTGCTGTTACGGGTACTTT 
GCTCATACGAGCTTTCATGTTCAGCATGCAATGGAATCATGCTTGTCCATGTGAAATAAATAT 
GGCTCTCTCGTGTCCTTAATGCTGGGCTTTTCTCTGTAAGCTGGTTCTGCAGCACAATTCATT 
AATTAAACTTCTCCCAGTGCAAGAAGGCAGCTGGTGCTGGGGGTGGTCTGGGGGGTCAGGGAG 
GAGGGCAAGGACTACATGGGGCAGAGGCAAGGCGGTGGTGGAGATGAGGAAAGAAGTTCTTCT 
TGGCAGAAGCTGGGGCAGAAAGATCACATGAGATCTGTGGGGACACCCTCTATCTGAAACATA 
AGTCTGTGTTCATTCTCTGCTTAGAAATTTTAGATCTGAAGTGCTACACTGAAGGTCCGAAGG 
TTGATGGGGCATCAGATATCTTTTTGGTTGGCCAGCATGATATTTTGAAATAACTGTCAACAG 
TTAGAAACTGGGAGCATTCATATGTAAAAAATATGGATTTTCAGCTTCTTCTTAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAA 
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EIGORE 208 

MAYRVLGRAGPPQPRRARRLLFAFTLSLSCTYLCYSFLCCCDDLGRSRLLGAPRCLRGPSAGG 
QKLLQKSRPCDPSGPTPSEPSAPSAPAAAVPAPRLSGSNHSGSPKLGTKRLPQALIVGVKKGG 
TRAVLEFIRVHPDVRALGTEPHFFDRNYGRGLDWYRSLMPRTLESQITLEKTPSYFVTQEAPR 
RIFNMSRDTKLIVVVRNPVTRAISDYTQTLSKKPDIPTFEGLSFRNRTLGLVDVSWNAIRIGM 
YVLHLESWLQYFPLAQIHFVSGERLITDPAGEMGRVQDFLGIKRFITDKHFYFNKTKGFPCLK 
KTESSLLPRCLGKSKGRTHVQIDPEVIDQLREFYRPYNIKFYETVGQDFRWE 

Signal peptiide : 

amino acids 1-33 

N-glycosylation sit:es . 

amino acids 102-106, 193-197, 235-239, 306-310 

Tyrosine kinase phosphorylation site. 

amino acids 296-305 

N-myrlstoylatlon sites. 

amino acids 51-57, 100-106, 121-127, 125-131 

Prokaryotlc membrane lipoprotein lipid attachment site . 

amino acids 20-31 



1 AnAcesA's t ^ 
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FIGURE 209 

CTTTCCTTATCTGTGTGTACTCTTATCTCACTGTTCTATTTTTTCTCCTCATTTATATTAACT 

CTTTCTTACCTTTTTTTCTGAACTTCTAGGCCTTCTCTTTCCAGAACTGGTGGAAGACAAATG 

AAACGGCCAAGATGGTAAGAAACAAGCCGCATTTCTCCTTGGGGAGACTGATAATTTAAAAGG 

TTTGTTGTGTCAGAAACATTCCCAGCTTCATCACCAACCCTTTCCTTCCACCTCTGCCCACTG 

GAGACCACTTACATCCCGAAGCGGACGCGGCAGCTGAAGTCAGGAAACCATGCATCACATTAG 

CAGGAGCCAACTGCAGACTTTAAACTCCGTTCAACATGTGGATGCGGCAGAGAAATGACCTGT 

CCAGACAAGCCGGGGCAGCTCATAAACTGGTTCATCTGCTCCCTGTGCGTCCCGCGGGTGCGT 

AAGCTCTGGAGCAGCCGGCGTCCAAGGACCCGGAGAAACCTTCTGCTGGGCACTGCGTGTGCC 

ATCTACTTGGGCTTCCTGGTGAGCCAGGTGGGGAGGGCCTCTCTCCAGCATGGACAGGCGGCT 

GAGAAGGGGCCACATCGCAGCCGCGACACCGCCGAGCCATCCTTCCCTGAGATACCCCTGGAT 

GGTACCCTGGCCCCTCCAGAGTCCCAGGGCAATGGGTCCACTCTGCAGCCCAATGTGGTGTAC 

ATTACCCTACGCTCCAAGCGCAGCAAGCCGGCCAATATCCGTGGCACCGTGAAGCCC/^GCGC 

AGGAAAAAGCATGCAGTGGCATCGGCTGCCCCAGGGCAGGAGGCTTTGGTCGGACCATCCCTT 

CAGCCGCAGGAAGCGGCAAGGGAAGCTGATGCTGTAGCACCTGGGTACGCTCAGGGAGCAAAC 

CTGGTTAAGATTGGAGAGCGACCCTGGAGGTTGGTGCGGGGTCCGGGAGTGCGAGCCGGGGGC 

CCAGACTTCCTGCAGCCCAGCTCCAGGGAGAGCAACATTAGGATCTACAGCGAGAGCGCCCCC 

TCCTGGCTGAGCATU^GATGACATCCGAAGAATGCGACTCTTGGCGGACAGCGCAGTGGCAGGG 

CTCCGGCCTGTGTCCTCTAGGAGCGGAGCCCGTTTGCTGGTGCTGGAGGGGGGCGCACCTGGC 

GCTGTGCTCCGCTGTGGCCCTAGCCCCTGTGGGCTTCTCAAGCAGCCCTTGGACATGAGTGAG 

GTGTTTGCCTTCCACCTAGACAGGATCCTGGGGCTCAACAGGACCCTGCCGTCTGTGAGCAGG 

AAAGCAGAGTTCATCCAAGATGGCCGCCCATGCCCCATCATTCTTTGGGATGCATCTTTATCT 

TCAGCAAGT7\ATGACACCCATTCTTCTGTTAAGCTCACCTGGGGAACTTATCAGCAGTTGCTG 

AAACAGAAATGCTGGCAGAATGGCCGAGTACCCAAGCCTGAATCAGGTTGTACTGZUVATACAT 

CATCATGAGTGGTCCAAGATGGCACTCTTTGATTTTTTGTTACAGATTTATAATCGCTTAGAT 

ACAAATTGCTGTGGATTCAGACCTCGCAAGGAAGATGCCTGTGTACAGAATGGATTGAGGCCA 

AAATGTGATGACCAAGGTTCTGCGGCTCTAGCACACATTATCCAGCGAAAGCATGACCCAAGG 

CATTTGGTTTTTATAGACAACAAGGGTTTCTTTGACAGGAGTGAAGATAACTTAAACTTCAAA 

TTGTTAGAAGGCATCAAAGAGTTTCCAGCTTCTGCAGTTTCTGTTTTGAAGAGCCAGCACTTA 

CGGCAGAAACTTCTTCAGTCTCTGTTTCTTGATAAAGTGTATTGGGAAAGTCAAGGAGGTAGA 

CAAGGAATTGAAAAGCTTATCGATGTAATAGAACACAGAGCCAAAATTCTTATCACCTATATC 

AATGCACACGGGGTCAAAGTATTACCTATGTyVTGAATGACAATVAGAATCTTCTGGCTAGGGTG 

TTAGATATATTTATGCATTTTTGGTTTTGTTTTTAAATCAAGCACATCAACCTCAAGCCCGTT 

TAGCAATGAGGCAGTGTAGATGAATACGTAAAATAAATGACTTTAACCAAGTAGCTATAAAGG 

GACTTAGCACTGTATGCATACTTAAAAAGGTTTTGAAAAACAAACTACTTGAGAAATATTTGT 

TTATATTTTTCTCTAACATCATGCTATGTGTCAGTCTGAACATCTGACAACAGAAATTTCAGT 

TATTATTCTAGCTAAGTTTTGAAAACATTTGTCATGCTGTTTAATAGAAAACTGCAAACCAGA 

GATACTGACTCCATTAATAAACCATATTTTGTGCCGTTTTGACTGTTCTGACCAAATACTAAT 

GGGAACAATTCTTGACGTTTTTCTGTTGCTGATTGTTAACATAGAGCAGTCTCTACACTACCC 

TGAGGCAACTCTACATTGGAACACTGAGGCTTACAGCCTGCAAGAGCATCAGAGCTGACCATA 

CATTTAAACAGAAATGCTGGTTTATTTGCAi\AATCACCAGTATATTTTCTATTGTGTCTATAA 

AAAATCAGTCATTT7\AGTACAAGAATCATATTTTCCATTCCTTTTTAGAAATTTATTTTGTTG 

TCCCTATGGAAATCATTCACATCTGACAATTTATATGTTAAAGAGTTTTACTCTCTCTATTTT 

GGTCCAATTTGTATCTAGTGGCTGAGAAATTAAATAATTCTAAAGTATGAAGTTACCTATCTG 

AAAATGTACTTACAGAGTATCATTTTAAAATGGATGTCTCTTTAAAAATTTTGTTACTTTTAC 

CAACAATGTAATATAATTTATGTATATTTTATTAATAATAGTGAATTCCTTAAAATTTGTTCT 

ATGTACTTATATTTAATTTGATTTAATGGTTACTGCCCAGATATTGAGAAATGGTTCAAATAT 

TGAGTGTGTTTCAATAA 
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FIGURE 210 

MTCPDKPGQLINWFICSLCVPRVRKLWSSRRPRTRRNLLLGTACAIYLGFLVSQVGRASLQHG 
QAAEKGPHRSRDTAEPSFPEIPLDGTLAPPESQGNGSTLQPNVVYITLRSKRSKPANIRGTVK 
PKRRKKHAVASAAPGQEALVGPSLQPQEAAREADAVAPGYAQGANLVKIGERPWRLVRGPGVR 
AGGPDFLQPSSRESNIRIYSESAPSWLSKDDIRRMRLLADSAVAGLRPVSSRSGARLLVLEGG 
APGAVLRCGPSPCGLLKQPLDMSEVFAFHLDRILGLNRTLPSVSRKAEFIQDGRPCPIILWDA 
SLSSASNDTHSSVKLTWGTYQQLLKQKCWQNG.RVPKPESGCTEIHHHEWSKMALFDFLLQIYN 
RLDTNCCGFRPRKEDACVQNGLRPKCDDQGSAALAHIIQRKHDPRHLVFIDNKGFFDRSEDNL 
NFKLLEGIKEFPASAVSVLKSQHLRQKLLQSLFLDKVYWESQGGRQGIEKLIDVIEHRAKILI 
TYINAHGVKVLPMNE 

Transmembrane domain : 

amino acids 40-56 

N-giycosylation si^es . 

amino acids 98-102, 289-293, 322-326 
N-myristoylat±on sxties . 

amino acids 8-14, 41-47, 97-103, 187-193, 251-257, 252-258, 
287-293, 484-490 
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FIGURE 211 



GTGGGGTGGTGAGCGCAGCGCCGAGGATCAGGAGGTGCAACAGCGGCTCCGGGCCGCCGCCGTCGCTGCTGCTGC 
TGCTGCTGTGGCTGCTCGCGGTTCCCGGCGCTAACGCGGCCCCGCGGTCGGCGCTCTATTCGCCTTCCGACCCGC 
TGACGCTGCTGCAGGCGGACACGGTGCGCGGCGCGGTGCTGGGCTCCCGCAGCGCCTGGGCCGTGGAGTTCTTCG 
CCTCCTGGTGCGGCCACTGCATCGCCTTCGCCCCGACGTGGAAGGCGCTGGCCGAAGACGTCAAAGCCTGGAGGC 
CGGCCCTGTATCTCGCCGCCCTGGACTGTGCTGAGGAGACCAACAGTGCAGTCTGCAGAGACTTCAACATCCCTG 
GCTTCCCGACTGTGAGGTTCTTCAAGGCCTTTACCAAGAACGGCTCGGGAGCAGTATTTCCAGTGGCTGGTGCTG 
ACGTGCAGACGCTGCGGGAGAGGCTCATTGACGCCCTGGAGTCCCATCATGACACGTGGCCCCCAGCCTGTCCCC 
CACTGGAGCCTGCCAAGCTGGAGGAGATTGATGGATTCTTTGCGAGAAATAACGAAGAGTACCTGGCTCTGATCT 
TTGAAAAGGGAGGCTCCTACCTGGGTAGAGAGGTGGCTCTGGACCTGTCCCAGCACAAAGGCGTGGCGGTGCGCA 
GGGTGCTGAACACAGAGGCCAATGTGGTGAGAAAGTTTGGTGTCACCGACTTCCCCTCTTGCTACCTGCTGTTCC 
GGAATGGCTCTGTCTCCCGAGTCCCCGTGCTCATGGAATCCAGGTCCTTCTATACCGCTTACCTGCAGAGACTCT 
CTGGGCTCACCAGGGAGGCTGCCCAGACCACAGTTGCACCAACCACTGCTAACAAGATAGCTCCCACTGTTTGGA 
AATTGGCAGATCGCTCCAAGATCTACATGGCTGACCTGGAATCTGCACTGCACTACATCCTGCGGATAGAAGTGG 
GCAGGTTCCCGGTCCTGGAAGGGCAGCGCCTGGTGGCCCTGAAAAAGTTTGTGGCAGTGCTGGCCAAGTATTTCC 
CTGGCCGGCCCTTAGTCCAGAACTTCCTGCACTCCGTGAATGAATGGCTCAAGAGGCAGAAGAGAAATAAAATTC 
CCTACAGTTTCTTTAAAACTGCCCTGGACGACAGGAAAGAGGGTGCCGTTCTTGCCAAGAAGGTGAACTGGATTG 
GCTGCCAGGGGAGTGAGCCGCATTTCCGGGGCTTTCCCTGCTCCCTGTGGGTCCTCTTCCACTTCTTGACTGTGC 
AGGCAGCTCGGCAAAATGTAGACCACTCACAGGAAGCAGCCAAGGCCAAGGAGGTCCTCCCAGCCATCCGAGGCT 
ACGTGCACTACTTCTTCGGCTGCCGAGACTGCGCTAGCCACTTCGAGCAGATGGCTGCTGCCTCCATGCACCGGG 
TGGGGAGTCCCAACGCCGCTGTCCTCTGGCTCTGGTCTAGCCACAACAGGGTCAATGCTCGCCTTGCAGGTGCCC 
CCAGCGAGGACCCCCAGTTCCCCAAGGTGCAGTGGCCACCCCGTGAACTTTGTTCTGCCTGCCACAATGAACGCC 
TGGATGTGCCCGTGTGGGACGTGGAAGCCACCCTCAACTTCCTCAAGGCCCACTTCTCCCCAAGCAACATCATCC 
TGGACTTCCCTGCAGCTGGGTCAGCTGCCCGGAGGGATGTGCAGAATGTGGCAGCCGCCCCAGAGCTGGCGATGG 
GAGCCCTGGAGCTGGAAAGCCGGAATTCAACTCTGGACCCTGGGAAGCCTGAGATGATGAAGTCCCCCACAAACA 
CCACCCCACATGTGCCGGCTGAGGGACCTGAGGCAAGTCGACCCCCGAAGCTGCACCCTGGCCTCAGAGCTGCAC 
CAGGCCAGGAGCCTCCTGAGCACATGGCAGAGCTTCAGAGGAATGAGCAGGAGCAGCCGCTTGGGCAGTGGCACT 
TGAGCAAGCGAGACACAGGGGCTGCATTGCTGGCTGAGTCCAGGGCTGAGAAGAACCGCCTCTGGGGCCCTTTGG 
AGGTCAGGCGCGTGGGCCGCAGCTCCAAGCAGCTGGTCGACATCCCTGAGGGCCAGCTGGAGGCCCGAGCTGGAC 
GGGGCCGAGGCCAGTGGCTGCAGGTGCTGGGAGGGGGCTTCTCTTACCTGGACATCAGCCTCTGTGTGGGGCTCT 
ATTCCCTGTCCTTCATGGGCCTGCTGGCCATGTACACCTACTTCCAGGCCAAGATAAGGGCCCTGAAGGGCCATG 
CTGGCCACCCTGCAGCCTGAACCACCTGGGGAGGAGGCGGGAGAGGGAGCTGCCATCTCTAGGCACCTCAAGCCC 
CCTGACCCCATTCCCTCCCCTCCCACCCCTTGCTCCTTGTCTGGCCTAGAAGTGTGGGAAATTCAGGAAAACGAG 
TTGCTCCAGTGAAGCTTCTTGGGGTTGCTAGGACAGAGAGCTCCTTTGACACAAAAGACAGGAGCAGGGTCCAGG 
TTCCCCTGCTGTGCAGGGAGGGCAGCCCGGGGCAGTGGGCATAGGGCAGCTCAGTCCCTGGCCTCTTAGCACCAC 
ATTCCTGTTTTTCAGCTTATTTGAAGTCCTGCCTCATTCTCACTGGAGCCTCAGTCTCTCCTGCTTGGTCTTGGC 
CCTCAACTGGGGCAAGTGAAGCCAGAGGAGGGTCCCCCAGCTGGGTGGGCTGGAATGGAACTCCTCACTAGCTGC 
TGGGGCTCCGCCCACCCTGCTCCCTTCCGGACAATGAAGAAGCCTTTGCv^CCCTGGGAGGAAGGACCACCCCGGG 
CCCTCTATGCCTGGCCAGCCTCCAGCTCCTCAGACCTCCTGGGTGGGGTTTGGCTTCAGGGTGGGGTTTGGAAGC 
TTCTGGAAGTCGTGCTGGTCTCCCAGGTGAGGCAAGCCATGGTTGCTGGGCTGTAGGGTGAGTGGCTTGCTTGGT 
GGGACCTGACGAGTTGGTGGCATGGGAAGGATGTGGGTCTCTAGTGCCTTGCCCTGGCTTAGCTGCAGGAGAAGA 
TGGCTGCTTTCACTTCCCCCCATTGAGCTCTGCTCCCTCTGAGCCTGGTCTTTTGTCCTTTTTTATTTTGGTCTC 
CAAGATGAATGCTCATCTTTGGAGGGTGCCAGGTAGAAGCTAGGGAGGGGAGTGTCTTCTCTCTCCAGGTTTCAC 
CTTCCAGTGTGCAGAAGTTAGAAGGGTCTGGCGGGGGCAGTGCCTTACACATGCTTGATTCCCACGCTACCCCCT 
GCCTTGGGAGGTGTGTGGAATAAATTATTTTTGTTAAGGCA 
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FIGURE- 212 

MRRCNSGSGPPPSLLLLLLWLLAVPGANAAPRSALYSPSDPLTLLQADTVRGAVLGSRSAWAV 
EFFASWCGHCIAFAPTWKALAEDVKAWRPALYLAALDCAEETNSAVCRDFNIPGFPTVRFFKA 
FTKNGSGAVFPVAGADVQTLRERLIDALESHHDTWPPACPPLEPAKLEEIDGFFARNNEEYLA 
LIFEKGGSYLGREVALDLSQHKGVAVRRVLNTEANVVRKFGVTDFPSCYLLFRNGSVSRVPVL 
MESRSFYTAYLQRLSGLTREAAQTTVAPTTANKIAPTVWKLADRSKIYMADLESALHYILRIE 
VGRFPVLEGQRLVALKKFVAVLAKYFPGRPLVQNFLHSVNEWLKRQKRNKIPYSFFKTALDDR 
KEGAVLAKK VN W I GCQG S E PH FRG FPC S LWVL FH FLT VQAARQN VDH S QE AAKAKE VL P AI RG 
YVHYFFGCRDCASHFEQMAAASMHRVGSPNAAVLWLWSSHNRVNARLAGAPSEDPQFPKVQWP 
PRELCSACHNERLDVPVWDVEATLNFLKAHFSPSNIILDFPAAGSAARRDVQNVAAAPELAMG 
ALELESRNSTLDPGKPEMiyiKSPTNTTPHVPAEGPEASRPPKLHPGLRAAPGQEPPEHMAELQR 
NEQEQPLGQWHLSKRDTGAALLAESRAEKNRLWGPLEVRRVGRSSkQLVDIPEGQLEARAGRG 
RGQWLQVLGGGFSYLDISLCVGLYSLSFMGLLAMYTYFQAKIRALKGHAGHPAA 

Signal peptide: 
amino acids 1-29 
Transmembrane domain : 
amino acids 705-728 
W-glycosylation sites . 

amino acids 130-134, 243-247, 575-579 
Glycosaminoglycan attachment site . 

amino acids 6-10 

cAMP- and cC^iP-dependent protein kinase phosphorylation site. 

amino acids 644-648 
N-myristoylation sites. 

amino acids 52-58, 56-62, 196-202, 381-387, 392-398, 448-454, 
4 58-474, 68 4-690, 702-708 

Cytochrome c family heme-binding site signature . 

amino acids 509-515 
Thioredoxin family proteins 

amino acids 62-78 
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FIGURE 213 

GCACGAGGCCGACTTCCAGACCATCTACAACTGCACGGCCTGGAACAGCTTCGGCTCCGACAC 
TGAGATCATCCGGCTCAAGGAGCAAGGTTCGGAAATGAAGTCGGGAGCCGGGCTGGAAGCAGA 
GTCTGTGCCGATGGCCGTCATCATTGGGGTGGCCGTAGGAGCTGGTGTGGCCTTCCTCGTCCT 
TATGGCAACCATCGTGGCGTTCTGCTGTGCGCGTTCCCAGAGAAATCTCAAAGGTGTTGTGTC 
AGCCAAAAATGATATCCGAGTGGAAATTGTCCACAAGGAACCAGCCTCTGGTCGGGAGGGTGA 
GGAGCACTCCACCATCAAGCAGCTGATGATGGACCGGGGTGAATTCCAGCAAGACTCAGTCCT 
GAAACAGCTGGAGGTCCTCAAAGAAGAGGAGAAAGAGTTTCAGAACCTGAAGGACCCCACCAA 
TGGCTACTACAGCGTCAACACCTTCAAAGAGCACCACTCAACCCCGACCATCTCCCTCTCCAG 
CTGCCAGCCCGACCTGCGTCCTGCGGGTAAGCAGCGTGTGCCCACAGGCATGTCCTTCACCAA 
CATCTACAGCACCCTGAGCGGCCAGGGCCGCCTGTACGACTACGGGCAGCGGTTTGTGCTGGG 
CATGGGCAGCTCGTCCATCGAGCTTTGTGAGCGGGAGTTCCAGAGAGGCTCCCTCAGCGACAG 
CAGCTCCTTCCTGGACACGCAGTGTGACAGCAGCGTCAGCAGCAGCGGCAAGCAGGATGGCTA 
TGTGCAGTTCGACAAGGCCAGCAAGGCTTCTGCTTCCTCCTCCCACCACTCCCAGTCCTCGTC 
CCAGAACTCTGACCCCAGTCGACCCCTGCAGCGGCGGATGCAGACTCACGTCTAAGGATCACA 
CACCGCGGGTGGGGACGGGCCAGGGAAGAGGTCAGGGCACGTTCTGGTTGTCCAGGGACGAGG 
GGTACTTTGCAGAGGACACCAGAAfTGGCCACTTCCAGGACAGCCTCCCAGCGCCTCTGCCAC 
TGCCTTCCTTCGAAGCTCTGATCAAGCACAAATCTGGGTCCCCAGGTGCTGTGTGCCAGAGGT 
GGGCGGGTGGGGAGACAGACAGAGGCTGCGGCTGAGTGCGCTGTGCTTAGTGCTGGACACCCG 
TGTCCCCGGCCCTTTCCTGGAGGCCCCTCTACCACCTGCTCTGCCCACAGGCACAAGTGGCAG 
CTATAACTCTGCTTTCATGAAACTGCGGTCCACTCTCTGGTCTCTCTGTGGGCTCTACCCCTC 
ACTGACCACAAGCTCTACCTACCCCTGTGCCTGTGCTCCCATACAGCCCTGGGGAGAAGGGGA 
TGACGTCTTCCCAGCACTGAGCTGCCCCAGAAACCCCGGCTCCCCACTGCTGCTCATAGCCCA 
TACCCTGGAGGCTGACAAGCCAGAAATGGCCTTGGCTA7\AGGAGCCTCTCTCTCACCAGGCTG 
GCCGGGAGCCCACCCCCAATTTGTTTGGTGTTTTGTGTCCATACTCTTGCAGTTCTGTCCTTG 
GACTTGATGCCGCTGAACTCTGCGGTGGGACCGGTCCCGTCAGAGCCTGGTGTACTGGGGGGA 
GGGAGGGAGGAGGGAGCCTGTGCTGACGGAGCACCTCGCCGGGTGTGCCCCTCCTGGGCTGTG 
TGACCCCAGCCTCCCCACCCACCTCCTGCTTTGTGTACTCCTCCCCTCCCCCTCAGCACAATC 
GGAGTTCATATAAGAAGTGCGGGAGCTTCTCTGGTCAGGGTTCTCTGAACACTTATGGAGAGA 
GTGCTTCCTGGGAAGTGTGGCGTTTGAAGGGGCTGGAGGGCAGGTCTTTAAGATGGCGAGACT 
GCCCTTCTCAGCTGATAAACACAAGAACGGCGATCCTGTCTTCAGTAAGGCTCCACGAGAAGA 
GAGGAAGTATATCTACACCTCAACCCTCCTAGTCACCACCTGAAATAAATGTTAGGGAAAAAAAA 



wo 01/40466 



PCT/USOO/32678 



214/550 

FIGURE 214 

MAVIIGVAVGAGVAFLVLMATIVAFCCARSQRNLKGVVSAKNDIRVEIVHKEPASGREGEEHS 
TIKQLMMDRGEFQQDSVLKQLEVLKEEEKEFQNLKDPTNGYYSVNTFKEHHSTPTISLSSCQP 
DLRPAGKQRVPTGMSFTNIYSTLSGQGRLYDYGQRFVLGMGSSSIELCEREFQRGSLSDSSSF 
LDTQCDSSVSSSGKQDGYVQFDKASKASASSSHHSQSSSQNSDPSRPLQRRMQTHV 

Signal pept:xde: 

amino acids 1-28 

Glycosaminoglycan attachment site. 

amino acids 150-154 

N-myristoylation sites . 

amino acids 6-12, 10-16, 36-42, 139-145, 165-171 

Prokaryotic mezabrane lipoprotein lipid attachment site . 

amino acids 114-125 
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FIGURE 215 

CAGCCTTCCTCCCCCAGCCTGAGTGACTACTCTATTCCTTGGTCCCTGCTATTGTCGGGGACG 

ATTGCATGGGCTACGCCAGGAAAGTAGGCTGGGTGACCGCAGGCCTGGTGATTGGGGCTGGCG 

CCTGCTATTGCATTTATAGACTGACTAGGGGAAGAAAACAGAACAAGGAAAAAATGGCTGAGG 

GTGGATCTGGGGATGTGGATGATGCTGGGGACTGTTCTGGGGCCAGGTATAATGACTGGTCTG 

ATGATGATGATGACAGCAATGAGAGCAAGAGTATAGTATGGTACCCACCTTGGGCTCGGATTG 

GGACTGAAGCTGGAACCAGAGCTAGGGCCAGGGCAAGGGCCAGGGCTACCCGGGCACGTCGGG 

CTGTCCAGAAACGGGCTTCCCCCAATTCAGATGATACCGTTTTGTCCCCTCAAGAGCTACAAA 

AGGTTCTTTGCTTGGTTGAGATGTCTGAAAAGCCTTATATTCTTGAAGCAGCTTTAATTGCTC 

TGGGTAACAATGCTGCTTATGCATTTAACAGAGATATTATTCGTGATCTGGGTGGTCTCCCAA 

TTGTCGCAAAGATTCTCAATACTCGGGATCCCATAGTTAAGGAAAAGGCTTTAATTGTCCTGA 

ATAACTTGAGTGTGAATGCTGAAAATCAGCGCAGGCTTAAAGTATACATGT^TCAAGTGTGTG 

ATGACACAATCACTTCTCGCTTGAACTCATCTGTGCAGCTTGCTGGACTGAGATTGCTTACAA 

ATATGACTGTTACTAATGAGTATCAGCACATGCTTGCTAATTCCATTTCTGACTTTTTTCGTT 

TATTTTCAGCGGGAAATGAAGAAACCAAACTTCAGGTTCTGAAACTCCTTTTGAATTTGGCTG 

AAAATCCAGCCATGACTAGGG/^CTGCTCAGGGCCCAAGTACCATCTTCACTGGGCTCCCTCT 

TTAATAAGAAGGAGAACAAAGAAGTTATTCTTAAACTTCTGGTCATATTTGAGAACATAAATG 

ATAATTTCAAATGGGAAGAAAATGAACCTACTCAGAATCAATTCGGTGAAGGTTCACTTTTTT 

TCTTTTTAAAAGAATTTCAAGTGTGTGCTGATAAGGTTCTGGGAATAGAAAGTCACCATGATT 

TTTTGGTGAAAGTAAAAGTTGGAAAATTCATGGCCAAACTTGCTGAACATATGTTCCCAAAGA 

GCCAGGAATAACACCTTGATTTTGTAATTTAGAAGCAACACACATTGTAAACTATTCATTTTC 

TCCACCTTGTTTATATGGTAAAGGAATCCTTTCAGCTGCCAGTTTTGAATAATGAATATCATA 

TTGTATCATCAATGCTGATATTTAACTGAGTTGGTCTTTAGGTTTAAGATGGATAAATGAATA 

TCACTACTTGTTCTGAAAACATGTTTGTTGCTTTTTATCTCGCTGCCTAGATTGAAATATTTT 

GCTATTTCTTCTGCATAAGTGACAGTGAACCAATTCATCATGAGTAAGCTCCCfTCTGTCATT 

TTCATTGATTTAATTTGTGTATCATCAATAAAATTGTATGTTAATGCTGGAAAGA 
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FIGU3RE 216 

MGYARKVGWVTAGLVIGAGACYCIYRLTRGRKQNKEKMAEGGSGDVDDAGDCSGARYNDWSDD 
DDDSNESKSIVWYPPWARIGTEAGTRARARARARATRARRAVQKRASPNSDDTVLSPQELQKV 
LCLVEiyiSEKPYILEAALIALGNNAAYAFNRDIIRDLGGLPIVAKILNTRDPIVKEKALIVLNN 
LSVNAENQRRLKVYMNQVCDDTITSRLNSSVQLAGLRLLTNMTVTNEYQHMLANSISDFFRLF 
SAGNEETKLQVLKLLLNLAENPAMTRELLRAQVPSSLGSLFNKKENKEVILKLLVIFENINDN 
FKWEENEPTQNQFGEGSLFFFLKEFQVCADKVLGIESHHDFLVKVKVGKFMAKLAEHMFPKSQE 

Signal pep'bide: 

amino acids 1-20 

N-glycosylation sl^es . 

amino acids 68-72, 189-193, 217-221, 230-234 

cAMP- arid cGMP-dependent protein kinase phosphorylation site. 

amino acids 107-111 

N-myristoylation sites , 

amino acids 13-19, 17-23, 19-25, 54-60, 83--89, 147-153, 255-261, 
290-296 



Axaidation site. 

amino acids 29-33 



wo 01/40466 



PCT/USOO/32678 



217/550 

FIGURE 217 

GAGACACAAAGGCAGGCGGGATGCGGGAGCAGGCAAAGGGAAAGCGAAAGCCGCGCGCCCGGC 

CGGTGACTGGGTGAAGGCGCCGCGCAGCTTTCCCGACGCGGGCTGTACCCGGACCTCCTGGTC 

GAGCCTGGCGCGCCGCAGCCATGGCCATCGCTCAACTGGCCACGGAGTACGTGTTCTCGGATT 

TCTTGCTGAAGGAGCCCACGGAGCCCAAGTTCAAGGGGCTGCGACTGGAGCTGGCTGTGGACA 

AGATGGTCACGTGCATTGCGGTGGGGCTGCCCCTGCTGCTCATCTCGCTGGCCTTCGCGCAGG 

AGATCTCGATTGGTACACAGATAAGCTGTTTCTCTCCAAGTTCTTTCTCCTGGCGTCAGGCTG 

CCTTTGTGGATTCATATTGCTGGGCGGCTGTTCAGCAGAAGAACTCACTGCAGAGCGAGTCTG 

GAAACCTCCCACTGTGGCTGCATAAGTTTTTCCCCTACATCCTGCTGCTCTTTGCGATCCTCC 

TGTACCTGCCCCCGCTGTTCTGGCGTTTCGCAGCTGCTCCTCATATTTGCTCAGACTTGAAGT 

TTATCATGGAAGAACTTGACAAAGTTTACAACCGTGCAATTAAGGCTGCAAAGAGTGCGCGTG 

ACCTTGACATGAGAGATGGAGCCTGCTCAGTTCCAGGTGTTACCGAGAACTTAGGGCAAAGTT 

TGTGGGAGGTATCTGAAAGCCACTTCAAGTACCCAATTGTGGAGCAGTACTTGAAGACAAAGA 

AAAATTCTAATAATTTAATCATCAAGTACATTAGCTGCCGCCTGCTGACACTCATCATTATAC 

TGTTAGCGTGTATCTACCTGGGCTATTACTTCAGCCTCTCCTCACTCTCAGACGAGTTTGTGT 

GCAGCATCAAATCAGGGATCCTGAGAAACGACAGCACCGTGCCCGATCAGTTTCAGTGCAAAC 

TCATTGCCGTGGGCATCTTCCAGTTGCTCAGTGTCATTAACCTTGTGGTTTATGTCCTGCTGG 

CTCCCGTGGTTGTCTACACGCTGTTTGTTCCATTCCGACAGAAGACAGATGTTCTCAAAGTGT 

ACGAAATCCTCCCCACTTTTGATGTTCTGCATTTCAAATCTGAAGGGTACAACGATTTGAGCC 

TCTACAATCTCTTCTTGGAGGAAAATATAAGTGAGGTCAAGTCATACAAGTGTCTTAAGGTAC 

TGGAGAATATTAAGAGCAGTGGTCAGGGGATCGACCCAATGCTACTCCTGAC7\AACCTTGGCA 

TGATCAAGATGGATGTTGTTGATGGCAAAACTCCCATGTCTGCAGAGATGAGAGAGGAGCAGG 

GGAACCAGACGGCAGAGCTCCAAGGTATGAACATAGACAGTGAAACTAAAGCAT^TAATGGAG 

AGAAGAATGCCCGACAGAGACTTCTGGATTCTTCTTGC3^GATGATTTTTTTTCCTTGAGCTGT 

AAATCTGTGACTTCTGCGACATGGGATTTAATTTGGCTAAAGCACCCCTGTTGGTTTCACAGC- 

TGGTTTGCAATA/^TGGTTCTTGGTGGAAAAAAAAAAAAAAAAAAJUU^AAAJ^^ 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAAAAi^^ 
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FIGORE 218 

MAIAQLATEYVFSDFLLKEPTEPKFKGLRLELAVDKMVTCIAVGLPLLLISLAFAQEISIGTQ 
ISCFSPSSFSWRQAAFVDSYCWAAVQQKNSLQSESGNLPLWLHKFFPYILLLFAILLYLPPLF 
WRFAAAPHICSDLKFIMEELDKVYNRAIKAAKSARDLDMRDGACSVPGVTENLGQSLWEVSES 
HFKYPIVEQYLKTKKNSNNLIIKYISCRLLTLIIILLACIYLGYYFSLSSLSDEFVCSIKSGI 
LRNDSTVPDQFQCKLIAVGIFQLLSVINLWYVLLAPVVVYTLFVPFRQKTDVLKVYEILPTF 
DVLHFKSEGYNDLSLYNLFLEENISEVKSYKCLKVLENIKSSGQGIDPMLLLTNLGMIKMDVV 
DGKTPMSAEMREEQGNQTAELQGMNIDSETKANNGEKNARQRLLDSSC 

Transmejaabr-ane domains : 

amino acids 37-55, 108-126, 216-232, 273-290 
N-glycosylation sx-bes . 

amino acids 255-259, 338-342, 394-398 

Glycosamlnoglycan a-b-bachmexit: sl'te. 

amino acids 357-3 61 

cAMP- and cGMP-dependent protein kinase phosphorylation site . 

amino acids 203-207 

W-myristoylation sites . 

amino acids 61-67, 174-180, 251-257, 393-399 

Prokaxryotic membrane lipoprotein lipid attachment siteJ. 

amino acids 218-229 
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FIGURE 219 

CTGTGAGTGACACACGCTGAGTGGGGTGAAGGGAAATGCTGGTGAATTTCATTTTGAGGTGTG 
GGTTGCTGTTAGTCACTCTGTCTCTTGCCATTGCCAAGCACAAGCAATCTTCCTTCACCAAAA 
GTTGTTACCCAAGGGGAACATTGTCCCAAGCTGTTGACGCTCTCTATATCAAAGCAGCATGGC 
TCAAAGCAACGATTCCAGAAGACCGCATAAAAAATATACGATTATTAAAAAAGAAAACAAAAA 
AGCAGTTTATGAAAAACTGTCAATTTCAAGAACAGCTTCTGTCCTTCTTCATGGAAGACGTTT 
TTGGTCAACTGCAATTGCAAGGCTGCAAGAAAATACGCTTTGTGGAGGACTTTCATAGCCTTA 
GGCAGAAATTGAGCCACTGTATTTCCTGTGCTTCATCAGCTAGAGAGATGAAATCCATTACCA 
GGATGAAAAGAATATTTTATAGGATTGGAAACAAAGGAATCTACAAAGCCATCAGTGAACTGG 
ATATTCTTCTTTCCTGGATTATyUU^TTATTGGAAAGCAGTCAGTAAACCAAAGCCAAGTACA 
TTGATTTTACAGTTATTTTGAAATACAATAAGAACTGCTAGAAATATGTTTATAACAGTCTAT 
TTCTTTTAAAAACTTTTTAACATAATACTGACGGCATGTTAGGTGATTCAGAATAGACAAGAA 
GGATTTAGTAAATTAACGTTTTGGATAT7y\GTTGTCACTAATTTGCACATTTTCTGTGTTTTC 
AAATAATGTTTCCATTCTGAACATGTTTTGTCATTCACAAGTACATTGTGTCAACTTAATTTA 
AAGTATGTAACCTGAATTAACTCGTGTAATATTTGTGTGTGGAGTGGGATGTGGGGGGTGGAG 
GGGGAATGACAGATTTCTGGAATGCAATGTAATGTTACTGAGACTTAAATAGATGTTATGTAT 
ATGATTGTCTGTTTAAGTGTTTGAAAATTGTTAATTATGCCCAGTGTGAACTTAGTACTTAAC 
AC AT T T T G AT T T T AAT T AAAT AAAT T G G GT T T CCT T C T C AAAAAAAAAAAAAAAAAAAAAAAA 
AAAAA 
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FIGURE 220 



MLVNFILRCGLLLVTLSLAIAKHKQSSFTKSCYPRGTLSQAVDALYIKAAWLKATIPEDRIKN 
IRLLKKKTKKQFMKNCQFQEQLLSFFMEDVFGQLQLQGCKKIRFVEDFHSLRQKLSHCISCAS 
SAREMKSITRMKRIFYRIGNKGIYKAISELDILLSWIKKLLESSQ 

Signal sequence: 

amino acids 1-21 

cAMP- and cQMP-dependent protein kinase phosphorylation site. 

amino acids 68-71 

N-myristoylation site. 

amino acids 148-153 

Interleukin-10 proteins . ' \ 



amino acids 58-94, 74-102, 128-1170 
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FIGURE 221 

GACCACGGCCCTGCGCCCCAGCCAGGCCTGAGGACATGAGGCGGCCGGCGGCGGTGCCGCTCC 
TGCTGCTGCTGTGTTTTGGGTCTCAGAGGGCCAAGGCAGCAACAGCCTGTGGTCGCCCCAGGA 
TGCTGAACCGAATGGTGGGCGGGCAGGACACGCAGGAGGGCGAGTGGCCCTGGCAAGTCAGCA 
TCCAGCGCAACGGAAGCCACTTCTGCGGGGGCAGCCTCATCGCGGAGCAGTGGGTCCTGACGG 
CTGCGCACTGCTTCCGCAACACCTCTGAGACGTCCCTGTACCAGGTCCTGCTGGGGGCAAGGC 
AGCTAGTGCAGCCGGGACCACACGCTATGTATGCCCGGGTGAGGCAGGTGGAGAGC7\ACCCCC 
TGTACCAGGGCACGGCCTCCAGCGCTGACGTGGCCCTGGTGGAGCTGGAGGCACCAGTGCCCT 
TCACCAATTACATCCTCCCCGTGTGCCTGCCTGACCCCTCGGTGATCTTTGAGACGGGCATGA 
ACTGCTGGGTCACTGGCTGGGGCAGCCCCAGTGAGGAAGACCTCCTGCCCGAACCGCGGATCC 
TGCAGAAACTCGCTGTGCCCATCATCGACACACCCAAGTGCAACCTGCTCTACAGCAAAGACA 
CCGAGTTTGGCTACCAACCCAAAACCATCAAGAATGACATGCTGTGCGCCGGCTTCGAGGAGG 
GCAAGAAGGATGCCTGCAAGGGCGACTCGGGCGGCCCCCTGGTGTGCCTCGTGGGTCAGTCGT 
GGCTGCAGGCGGGGGTGATCAGCTGGGGTGAGGGCTGTGCCCGCCAGAACCGCCCAGGTGTCT 
ACATCCGTGTCACCGCCCACCACAACTGGATCCATCGGATCATCCCCAAACTGCAGTTCCAGC 

CAGCGAGGTTGGGCGGCCAGAAGTGAi^ACCCCCGGGGCCAGGAGCCCCTTGAGCAGAGCTCTG 

/ 

CACCCAGCCTGCCCGCCCACACCATCCTGCTGGTCCTCCCAGCGCTGCTGTTGCACCTGTGAG 
CCCCACCAGACTCATTTGTAAATAGCGCTCCTTCCTCCCCTCTCAAATACCCTTATTTTATTT 
ATGTTTCTCCCAATAAAAACCCAGCCTGTGTGCCAGCTGAAAAAAAAAAAAAAAAAAA 
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FIGURE 222 

MRRPAAVPLLLLLCFGSQRAKAATACGRPRMLNRMVGGQDTQEGEWPWQVSIQRNGSHFCGGS 
LIAEQWVLTAAHCFRNTSETSLYQVLLGARQLVQPGPHAMYARVRQVESNPLYQGTASSADVA 
LVELEAPVPFTNYILPVCLPDPSVIFETGMNCWVTGWGSPSEEDLLPEPRILQKLAVPIIDTP 
KCNLLYSKDTEFGYQPKTIKNDMLCAGFEEGKKDACKGDSGGPLVCLVGQSWLQAGVISWGEG 
CARQNRPGVYIRVTAHHNWIHRIIPKLQFQPARLGGQK 

Zmpor'tan't features of -the protein: 
Signal pep'tide: 

amino acids 1-22 

N-glycosylation si'tes , 
amino acids 55-58, 79-82 

Casein kinase II phosphorylation sites . 

amino acids 121-124, 165-168, 167-170, 248-251 

Tyrosine kinase phosphorylation sites . 

amino acids 78-86, 197-203 

N-myristoylation sites . 

amino acids 16-21, 37-42, 56-61, 62-67, 118-123 

.Nidation site . 

amino acids 219-222 

Serine proteases, trypsin family, histidine active site. 

amino acids 71-76 



wo 01/40466 



PCT/USOO/32678 



223/550 

FIGURE 223 

CAAGATGTGGACAGCTCTTGTGCTCATTTGGATTTTCTCCTTGTCCTTATCTGAAAGCCATGC 
GGCATCCAACGATCCACGCAACTTTGTCCCTAACAAAATGTGGAAGGGATTAGTCAAGAGGAA 
TGCATCTGTGGAAACAGTTGATAATAAAACGTCTGAGGATGTAACCATGGCAGCAGCTTCTCC 
TGTCACATTGACCAAAGGGACTTCGGCAGCCCACCTCAACTCTATGGAAGTCACAACAGAGGA 
CACAAGCAGGACAGATGTGAGTGAACCAGCAACTTCAGGAGTTGCAGCTGATGGTGTGACCTC 
CATTGCTCCCACGGCTGTGGCCTCCAGTACGACTGCGGCCTCCATTACGACTGCGGCCTCCAG 
TATGACTGTGGCCTCCAGTGCTCCCACGACTGCAGCCTCCAGTACAACTGTGGCCTCCATTGC 
TCCCACGACTGCAGCCTCCAGTATGACTGCGGCCTCCAGCACTCCCATGACACTTGCACTCCC 
CGCGCCCACGTCCACTTCCACAGGGCGGACCCCGTCCACTACCGCCACTGGGCATCCATCTCT 
CAGCACAGCCCTCGCACAAGTGCCAAAGAGCAGCGCGTTGCCAAG7\ACAGCAACCCTGGCCAC 
ATTGGCCACACGTGCTCAGACTGTAGCGACCACAGCAAACACAAGCAGCCCCATGAGCACTCG 
TCCAAGTCCTTCCAAGCACATGCCCAGTGACACCGCGGCAAGCCCTGTACCCCCTATGCGTCC 
CCAAGCACAAGGTCCCATTAGCCAGGTGTCAGTGGACCAGCCTGTGGTTAACACAACAAATAA 
ATCCACACCCATGCCCTCAAACACAACCCCAGAGCCCGCCCCCACCCCCACAGTGGTGACCAC 
CACCAAGGCACAAGCCAGGGAGCCAACTGCCAGCCCAGTGCCAGTACCTCACACCAGCCCAAT 
CCCTGAGATGGAGGCCATGTCCCCCACGACACAGCCAAGCCCCATGCCATATACCCAGAGGGC 
CGCTGGGCCAGGCACATCCCAGGCACCGGAGCAGGTAGAGACTGAAGCCACACCAGGTACTGA 
TTCCACTGGGCCAACACCCAGGAGCTCAGGGGGCACTAAGATGCCAGCCACGGACTCGTGCCA 
GCCCAGCACCCAAGGCCAGTACATGGTGGTCACCACTGAGCCCCTCACCCAGGCCGTGGTAGA 
CAAAACTCTCCTTCTGGTGGTGCTGTTACTCGGGGTGACCCTTTTCATCACAGTCTTGGTTTT 
GTTTGCCCTGCAGGCCTATGAGAGCTACAAGAAGAAGGACTACACCCAGGTGGACTACTTAAT 
CAACGGGATGTATGCGGACTCAGAAATGTGAGGGGGGCGGGGGCCTGGCGGGAGGCCTGGCCC 
CTTCCTCGTCCTTTCCTTTTGCCTTTGAGACCAAACCAAGTGCTTCCAAATTCTTTTGGTGCA 
ATTGAGGAGATATGCCAGATGCTTAAACACATTTAATTGGTGTCAGA-TTAATTGCATGATCAC 
TAAAGAGTTGCTGCTTTTTTCATATTTATTTTTGTAAATGATTCTGTGCCCAGGAGCAGCTGG 
GGGTTCCACCTCAGGGTGGGGCGGGCAGGACCCCGTCTCCCCAGGTGTCGGAGCCTGACCTGA 
ATTAAAGTACTGACTGCTCGCCA 
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FIGURE 224 

MWTALVLIWIFSLSLSESHAASNDPRNFVPNKMWKGLVKRNASVETVDNKTSEDVTMAAASPV 
TLTKGTSAAHLNSMEVTTEDTSRTDVSEPATSGVAADGVTSIAPTAVASSTTAASITTAASSM 
TVASSAPTTAASSTTVASIAPTTAASSMTAASSTPMTLALPAPTSTSTGRTPSTTATGHPSLS 
TALAQVPKSSALPRTATLATLATRAQTVATTANTSSPMSTRPSPSKHMPSDTAASPVPPMRPQ 
AQGPISQVSVDQPVVNTTNKSTPMPSNTTPEPAPTPTWTTTKAQAREPTASPVPVPHTSPIP 
EMEAMSPTTQPSPMPYTQFIAAGPGTSQAPEQVETEATPGTDSTGPTPRSSGGTKMPATDSCQP 
STQGQYMVVTTEPLTQAWDKTLLLWLLLGVTLFITVLVLFALQAYESYKKKDYTQVDYLIN 
GMYADSEM 

Signal pept:ide : 

amino acids 1-20 

Transmembrane domain : 

amino acids 396-420 

N-glycosylation sites. 

amino acids 41-44, 49-52, 222-225, 268-271, 271-274 
Casein kinase II phosphorylation sites . 

amino acids 14-17, 51-54, 80-83, 85-88, 280-283, 434-437 

N-myristoylation sites . 

amino acids 68-73, 354-359 

Aldo/keto reductase family putative active site signature. 

amino acids 195-210 
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FIGURE 225 

GGAAGGCGCTCAAGGTGCGCGGCCCGGGGCGCGCTACTGGGGGCGCCCTCCGCGGTGGGCAGC 
GCGCCAGGGATCGGCCTGGGCAGCCGCGGGGCGCGCGAAGGCTGCGCTTTCCCTACGGCCCCC 
CTCGCTTCCTCCGGCACGGCGGCAACGGAGATTTCCTCTCGGGGAAACTACGCGGATCCTTTT 
CGGGGATCCTCGCCCCGCCCCAGTTCTCCGCCCCCTCCCCTTTGCTGGGGCGCCTGGGCTGGC 
CCGCGCAGGGGAGGAGGCTCTGGCAGCCTGGGCAGGGAGGCGGCGGGGGGCCGCGGAGCCGCT 
GGCCATCGATTCTCCCCGCCATGTGACGCCGTCCTTAGCCCTGCGACCCCCAGCGCGTCCCGG 
GCCTGCGCCTCCGCCCCGCCGCGCAGCGCACGATGCTTCTGCCGGGACGCGCACGCCAACCGC 
CGACGCCCCAGCCCGTGCAGCATCCCGGCCTCCGCCGGCAGGTAGAGCCGCCGGGGCAGCTCC 
TGCGCCTCTTCTACTGCACTGTCCTGGTCTGCTCCAAAGAGATCTCAGCGCTCACCGACTTCT 
CTGGTTACCTAACCAAACTCCTGCAAAACCACACCACCTATGCCTGTGATGGGGACTATTTGA 
ATCTACAGTGCCCTCGGCATTCTACGATAAGTGTCCAATCGGCATTTTATGGGCAAGATTACC 
AAATGTGTAGTTCCCAGAAGCCTGCCTCCCAGAGGGAAGACAGCTTAACCTGTGTGGCAGCCA 
CCACCTTCCAGAAGGTGCTGGACGAATGCCAGAACCAGCGGGCCTGCCACCTCCTGGTCAATA 
GCCGTGTTTTTGGACCTGACCTTTGTCCAGGAAGCAGTAAATACCTCCTGGTCTCCTTTAAAT 
GCCAACCTAATGAATTAAAAAACAAAACCGTGTGTGAAGACCAGGAGCTGAAACTGCACTGCC 
ATGAATCCAAGTTCCTCAACATCTACTCTGCGACCTACGGCAGGAGGACCCAGGAAAGGGACA 
TCTGCTCCTCCAAGGCAGAGCGGCTCCCCCCTTTCGATTGCTTGTCTTACTCAGCTTTGCAAG 
TCCTATCCCGAAGGTGCTATGGGAAGCAGAGATGCAAAATCATCGTCAACAATCACCATTTTG 
GAAGCCCCTGTTTGCCAGGCGTGAAAAAATACCTCACTGTGACCTACGCATGTGTTCCCAAGA 
ACATACTCACAGCGATTGATCCAGCCATTGCTAATCTAAAACCTTCTTTGAAGCAGAAAGATG 
GTGAATATGGTATAAACTTCGACCCAAGCGGATCGAAGGTTCTGAGGAAAGATGGAATTCTTG 
TTAGCAACTCTCTGGCAGCCTTTGCTTACATTAGAGCCCACCCAGAGAGAGCTGCCCTGCTGT 
TCGTGTCCAGTGTCTGCATCGGCCTGGCCCTCACACTGTGCGCCCTGGTCATCAGAGAGTCCT 
GTGCCAAGGACTTCCGCGAC-TTGCAGCTGGGGAGGGAGCAGCTGGTGCCAGGAAGTGACAAGG 
TCGAGGAGGACAGCGAGGATGAAGAAGAGGAGGAGGACCCCTCTGAGTCTGATTTCCCAGGGG 
7\ACTGTCGGGGTTCTGTAGGACTTCATATCCTATATACAGTTCCATAGAAGCTGCAGAGCTCG 
CAGAAAGGATTGAGCGCAGGGAGCAAATCATTCAGGAAATATGGATGAACAGTGGTTTGGACA 
CCTCGCTCCCAAGAAACATGGGCCAGTTCTACTGAAAACCACATGCATCTTGATGCGATCGCA 
CTTTCTGAAGAAGGAAGGATCCCAAATGCCCCTCCAGTTCTGGTTCACCTGTACCTTCTATGA 
AGGAGAATTCGTCATGTCATTCAACACTCGTGAGGCCAGGAAGCTATTAAAGGGATGTTTCAA 
GCTGTTTCTAGCACATTCCAAAATAAATGAGGAGGGAGGAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAA 
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FIGURE 226 

MLLPGRARQPPTPQPVQHPGLRRQVEPPGQLLRLFYCTVLVCSKEISALTDFSGYLTKLLQNH 
TTYACDGDYLNLQCPRHSTISVQSAFYGQDYQMCSSQKPASQREDSLTCVAATTFQKVLDECQ 
NQRACHLLVNSRVFGPDLCPGSSKYLLVSFKCQPNELKNKTVCEDQELKLHCHESKFLNIYSA 
TYGRRTQERDICSSKAERLPPFDCLSYSALQVLSRRCYGKQRCKIIVNNHHFGSPCLPGVKKY 
LTVTYACVPKNILTAIDPAIANLKPSLKQKDGEYGINFDPSGSKVLRKDGILVSNSLAAFAYI 
RAHPERAALLFVSSVCIGLALTLCALVIRESCAKDFRDLQLGREQLVPGSDKVEEDSEDEEEE 
EDPSESDFPGELSGFCRTSYPIYSSIEAAELAERIERREQIIQEIWMNSGLDTSLPRNMGQFY 

Transmembrane domains : 

amino acids 32-49, 322-343 

N-glycosylation slt:es . 

amino acids 62-66, 165-169 

Tyrosine kinase phosphorylation site. 

amino acids 280-287 

N-myrlstoylatlon site. 

amino acids 302-308, 333-339, 428-434 

jyaa.ldatlon site . 

amino acids 191-195 
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FIGURE 227 

GGCACGAGGTGGAAGGGCTTTTACAAACAGATTGCTGGCCCCACCCCCCAGAATTTCTCATCA 
GGAGTGGGCAAGACCAATCATTTGCATTTCTGACAAGTTCCCAGGAGCTGCAGCTGCTGGCCC 
TGGAACCACACTTTGAGAACCACTGCTTTAGACCAAACACCAAAGGAAGATGCAGCCACCCTC 
CTTTACATGTCACAACGCTCAGGGTCCATGAGTACCTCAGGCTGTCCAGCTGAGCTCCACCTG 
CAGCAGCCGAGATTCCCGACTCGCTCCACCATTGGGGGCTAGGAGTGAAGCGTGTCACC ATG G 
TCAGCTCATGGCCAGCCAGGAAAGCCTCTCTGCTGTGCGTCTGTGCAGTTCTTGTTCTTCCCT 
GGAGGACTCTTGGATCGCCTGTGATCTTGGCCAGGAGACCAGGTGCCTGGGTCCCTTCCTGGA 
AGGGGACAAGTTACACACCCCAGCCCCATTTTCCCACCAACTTCTACATGCCTTGGGAGAACC 
TTCTACATGTTGGCTGCCCCCTTCCCCTATTTCAGCAGTGCCCAGTCCTGCTTATAAACCTGA 
GGCCTGCTCCCCATACCTTCCCTGTGCAAGTGCCAGCCGTTATTCCAGGCAGCCCAATGTTGT 
TGAGGCCAGATGGATTCCTGGAAGCAGCTGGCCCATGGATGTGAGTCATCACAGTATTCTAGA 
AACAGAGAAGAGGTCTTAACCTAATGCGCATAGAGAAATTGTTCTCATTGTAAACATACCCCT 
GTCCTTAGCTGATCTAGGTGGAAGCCCAGCTTCATGTGCTAGGGGGCATGATAATGATAATAA 
AGGAATTGTATCTAGGACTAA 
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FIGURE 228 

MVSSWPARKASLLCVCAVLVLPWRTLGSPVILARRPGAWVPSWKGTSYTPQPHFPTNFYMPWE 
NLLHVGCPLPLFQQCPVLLINLRPAPHTFPVQVPAVIPGSPMLLRPDGFLEAAGPWM 

Signal peptide: 

amino acids 1-27 

CAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids 8-12 - 



wo 01/40466 PCT/USOO/32678 



229/550 



FIGURE 229 

GGGAAGGGATGCAAGGAAGCCCTCCGGCGCTGCGCTCCGAGGCGGGAGACAGCGTCCCGCTGA 
AAATGTGTGTCTGACATGCAAGCTCAGTGGGGCAGAGACCCGTGGATTGCTGTGCCCTGCCCT 
CCGGACCTGGATCATGAAGGTGTTGGGAAGAAGCTTCTTCTGGGTGCTGTTTCCCGTCCTTCC 
CTGGGCGGTGCAGGCTGTGGAGCACGAG.GAGGTGGCGCAGCGTGTGATCAAACTGCACCGCGG 
GCGAGGGGTGGCTGCCATGCAGAGCCGGCAGTGGGTCCGGGACAGCTGCAGGAAGCTCTCAGG 
GCTTCTCCGCCAGAAGAATGCAGTTCTGAACAAACTGAAAACTGCAATTGGAGCAGTGGAGAA 
AGACGTGGGCCTGTCGGATGAAGAGAAACTGTTTCAGGTGCACACGTTTGAAATTTTCCAGAA 
AGAGCTGAATGAAAGTGAAAATTCCGTTTTCCAAGCTGTCTACGGACTGCAGAGAGCCCTGCA 
GGGGGATTACAAAGATGTCGTGAACATG7y=^GGAGAGCAGCCGGCAGCGCCTGGAGGCCCTGAG 
AGAGGCTGCAATAAAGGAAGAAACAGAATATATGGAACTTCTGGCAGCAGAAAAACATCAAGT 
TGAAGCCCTTAAAAATATGCAACATCAAAACCi\AAGTTTATCCATGCTTGACGAGATTCTTGA 
AGATGTAAGAAAGGCAGCGGATCGTCTGGAGGAAGAGATAGAGGAACATGCTTTTGACGACAA 
TAAATCAGTCAAGGGGGTCAATTTTGAGGCAGTTCTGAGGGTGGAGGAAGAAGAGGCCAATTC 
TAAGCAAAATATAACAAAACGAGAAGTGGAGGATGACTTGGGTCTTAGCATGCTGATTGACTC 
CCAGAACAACCAGTATATTTTGACCAAGCCCAGAGATTCAACCATCCCACGTGCAGATCACCA 
CTTTATAAAGGACATTGTTACCATAGGAATGCTGTCCTTGCCTTGTGGCTGGCTATGTACAGC 
CATAGGATTGCCTACAATGTTTGGTTATATTATTTGTGGTGTACTTCTGGGACCTTCAGGACT 
AAATAGTATTAAGTCTATTGTGCAAGTGGAGACATTAGGAGAATTTGGGGTGTTTTTTACTCT 
TTTTCTTGTTGGCTTAGAATTTTCTCCAGAAAAGCTAAGAAAGGTGTGGAAGATTTCCTTACA 
AGGGCCGTGTTACATGACACTGTTAATGATTGCATTTGGCTTGCTGTGGGGGCATCTCTTGCG 
GATCAAACCCACGCAGAGCGTCTTCATTTCCACGTGTCTGTCCTTGTCAAGCACACCCCTCGT 
GTCCAGGTTCCTCATGGGCAGTGCTCGGGGTGACAAAGAAGGCGACATTGACTACAG.CACCGT 
GCTCCTCGGCATGCTGGTGACGCAGGACGTGCAGCTCGGGCTCTTCATGGCCGTCATGCCGAC 
TCTCATACAGGCGGGCGGCAGTGCATCTTCTAGCATTGTCGTGGAAGTTCTCCGAATCCTGGT 
TTTGATTGGTCAGATTCTTTTTTCACTAGCGGCGGTTTTTCTTTTATGTCTTGTTATAAAGAA 
GTATCTCATTGGACCCTATTATCGGAAGCTGCACATGGAAAGCAAGGGGAACAAAGAAATCCT 
GATCTTGGGAATATCTGCCTTTATCTTCTTAATGTTAACGGTCACGGAGCTGCTGGACGTCTC 
CATGGAGCTGGGCTGTTTCCTGGCTGGAGCGCTCGTCTCCTCTCAGGGCCCCGTGGTCACCGA 
GGAGATCGCCACCTCCATCGAACCCATCCGCGACTTCCTGGCCATCGTTTTCTTCGCCTCCAT 
AGGGCTCCACGTGTTCCCCACGTTTGTGGCGTACGAGCTCACGGTGCTGGTGTTCCTCACCTT 
GTCAGTGGTGGTGATGAAGTTTCTCCTGGCGGCGCTGGTCCTGTCTCTCATTCTGCCGAGGAG 
CAGCCAGTACATCAAGTGGATCGTCTCTGCGGGGCTTGCCCAGGTCAGCGAGTTTTCCTTTGT 
CCTGGGGAGCCGGGCGCGAAGAGCGGGCGTCATCTCTCGGGAGGTGTACCTCCTTATACTGAG 
TGTGACCACGCTCAGCCTCTTGCTCGCCCCGGTGCTGTGGAGAGCTGCAATCACGAGGTGTGT 
GCCCAGACCGGAGAGACGGTCCAGCC.TCTGATGGCTCGGAGATGATGGACCGTGGAAGGGAAG 
CGTCTGTGGGGAGTGAGCGCTTAGATGGCCAGCAGCTGCTCCTTCTGGGAAGCTCGCACCTTG 
GCAACAGAACAGCCCTCTAGCAGAGCGTCAGTGCAGTCGTGTTATCCCGGCTTTTACAGAATA 
TTCTTGTCCTATTTTAG7y\TTTTCCGGAGTAGTTTATTTGCAGTCTGTTGATTATGTGCAGTA 
GACCCGGGACACTGCGTTTTACCGATCACCTTGAATGTGGTGCCTGGATGTGCCTTTTTTTTT 
TTTCCCTGAAATTATTATTAATTTTCTATTGTGAGTTCATCAGTTCATAGTTTTTTTAGTAAA 
GAAGCAAAATTAAAAGGCTTTTAAAAATGTACAACTTCAGAATTATAATCTGTTAGTCAAATA 
TTTGTTATTAAACATTTCTGTAATATGAAGTTGTAATCCTGGCCGTGAGCTTGGAAGCTTACT 
TTTGATTCTTAAAGCCTATGTTTTCTAAAATGAGACAAATACGGATGTCTATTTGCCTTTTAT 
TGTAACTTTTAAATGAAATAATTTCATGTCAATTTCTATTAGATATATCACTTAAAATATTTG 
GTTTTAAATCACAAGAATATGTATTCTTTAATAAAGATAATTTATGATCATGGTAAAAAAAAAAA 
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V iGOME 230 

MKVLGRSFFWVLFPVLPWAVQAVEHEisVAQRVIKLHRGRGVAAMQSRQWVRDSCRKLSGLLRQ 
KNAVLNKLKTAIGAVEKDVGLSDEEKL^QVHTFEIFQKELNESENSVFQAVYGLQRALQGDYK 
DWNMKESSRQRLEALREAAIKEETEYMJl.LLAAEKHQVEALKNMQHQNQSLSMLDEILEDVRK 
AADRLEEEIEEHAFDDNKSVKGVNFEAVLiWEEEEANSKQNITKREVEDDLGLSMLIDSQNNQ 
YILTKPRDSTiPRADHHFIKDIVTIGiyiLSL?CGWLCTAIGLPTiyiFGYIICGVLLGPSGLNSIK 
SIVQVETLGEFGVFFTLFLVGLEFSPEKLRKVWKISLQGPCYMTLLMIAFGLLWGHLLRIKPT 
QSVFISTCLSLSSTPLVSRFLMGSARGDKEGDrDYSTVLLGMLVTQDVQLGLFMAViyiPTLIQA 
GASASSSIVVEVLRILVLIGQILFSLAAVFLLCLVIKKYLIGPYYRKLHMESKGNKEILILGI 
SAFIFLMLTVTELLDVSiyiELGCFLAGALVSSQGPVVTEEIATSIEPIRDFLAIVFFASIGLHV 
FPTFVAYELTVLVFLTLSVWMKFLLAALVLSLILPRSSQYIKWIVSAGLAQVSEFSFVLGSR 
ARRAGVISREVYLLILSVTTLSLLLAPVLWRAAITRCVPRPERRSSL 

Signal pept:l'cle : 

amino acids 1-22 

Transmembrane domains : 

amino acids 282-304, 322-337, 354-370, 379-395, 445-474, 501-520, 
576-598, 641-660 

N-glycosylation sxt:es . 

amino acids 104-108, 174-178, 206-210, 230-234 

cAMP- and cGMP-dependent protein kinase phosphorylation site , 

amino acids 55-59, 673-677 

Tyrosine kinase phosphorylation site , 

amino acids 407-414 



N-myristoylation sites . 

amino acids 116-122, 327-333, 
4 42-4 48, 525-531, 530-53 6 



366-372, 401-407, 419-425, 429-435, 



Cell attachment sequence . 

amino acids 404-407 
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FIGURE /231 



GAGAAAAACAACAGGAAGCAGCTTACAAACXGGTGAACAACTGAGGGAACCAAACCAGAGAC 
GCGCTGAACAGAGAGAATCAGGCTCAAAGCAAGTGGAAGTGGGCAGAGATTCCACCAGGACTG 
GTGCAAGGCGCAGAGCCAGCCAGATTTGaGTy^GAAGGCAAAAAGATGCTGGGGAGCAGAGCTG 
TAATGCTGCTGTTGCTGCTGCCCTGGA'JAGCTCAGGGCAGAGCTGTGCCTGGGGGCAGCAGCC 
CTGCCTGGACTCAGTGCCAGCAGCTT rCACAGAAGCTCTGCACACTGGCCTGGAGTGCACATC 
CACTAGTGGGACACATGGATCTAAGAGAAGAGGGAGATGAAGAGACTACAAATGATGTTCCCC 
ATATCCAGTGTGGAGATGGCTGTGACCCCCAAGGACTCAGGGACAACAGTCAGTTCTGCTTGC 
AAAGGATCCACCAGGGTCTGATTTTTTATGAGAAGCTGCTAGGATCGGATATTTTCACAGGGG 
AGCCTTCTCTGCTCCCTGATAGCCCTGTGGGCCAGCTTCATGCCTCCCTACTGGGCCTCAGCC 
AACTCCTGCAGCCTGAGGGTCACCACTGGGAGACTCAGCAGATTCCAAGCCTCAGTCCCAGCC 
AGCCATGGCAGCGTCTCCTT'CTCCGCTTCAAAATCCTTCGCAGCCTCCAGGCCTTTGTGGCTG 
TAGCCGCCCGGGTCTTTGCCCATGGAGCAGCAACCCTGAGTCCCTAAAGGCAGCAGCTCAAGG 
ATGGCACTCAGATCTCCATGGCCCAGCAAGGCCAAGATAAATCTACCACCCCAGGCACCTGTG 
AGCCAACAGGTTAATTAGTCCATTAATTTTAGTGGGACCTGCATATGTTGAAAATTACCAATA 
CTGACTGACATGTGATGCTGACCTATGATAAGGTTGAGTATTTATTAGATGGGAAGGGAAATT 
TGGGGATTATTTATCCTCCTGGGGACAGTTTGGGGAGGATTATTTATTGTATTTATATTGAAT 
TATGTACTTTTTTCAATJiAAGTCTTATTTTTGTGGCTAAAAAAAAAAAAA 
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FIGURE 232 

MLGSRAVMLLLLLPWTAQGRAVPGGSSPAWTQCQQLSQKLCTLAWSAHPLVGHMDLREEGDEE 
TTNDVPHIQCGDGCDPQGLRDNSQFCLQRIHQGLIFYEKLLGSDIFTGEPSLLPDSPVGQLHA 
SLLGLSQLLQPEGHHWETQQIPSLSPSQPWQRLLLRFKILRSLQAFVAVAARVFAHGAATLSP 

Impor'ban't fea'tures of the protein: 
Signal peptide: 

amino acids 1-21 

Casein kinase II phosphorylation site. 

amino acids 64-67 

N-myristoylation sites . 

amino acids 25-30, 81-86, 122-127 
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FIGURE 233 

CCCACGCGTCCGGCCCTGTAACCAAGATACTGACTGAACATGGCTGGCGGACTCAGGCTGGGGTCTGCAGTGCAG 
CATTAATGGGCCGCTGACATGAATATGGAGTAGTTTTCTCTAGCAAAGAGTAATGTGGGCCATGGAGTCAGGCCA 
CCTCCTCTGGGCTCTGCTGTTCATGCAGTCCTTGTGGCCTCAACTGACTGATGGAGCCACTCGAGTCTACTACCT 
GGGCATCCGGGATGTGCAGTGGAACTATGCTCCCAAGGGAAGAAATGTCATCACGAACCAGCCTCTGGACAGTGA 
CATAGTGGCTTCCAGCTTCTTAAAGTCTGACAAGAACCGGATAGGGGGAACCTACAAGAAGACCATCTATAAAGA 
ATACAAGGATGACTCATACACAGATGAAGTGGCCCAGCCTGCCTGGTTGGGCTTCCTGGGGCCAGTGTTGCAGGC 
TGAAGTGGGGGATGTCATTCTTATTCACCTGAAGAATTTTGCCACTCGTCCCTATACCATCCACCCTCATGGTGT 
CTTCTACGAGAAGGACTCTGAAGGTTCCCTATACCCAGATGGCTCCTCTGGGCCACTGAAAGCTGATGACTCTGT 
TCC'CCCGGGGGGCAGCCATATCTACAACTGGACCATTCCAGAAGGCCATGCACCCACCGATGCTGACCCAGCGTG 
CCTCACCTGGATCTACCATTCTCATGTAGATGCTCCACGAGACATTGCAACTGGCCTAATTGGGCCTCTCATCAC 
CTGTAAAAGAGGAGCCCTGGATGGGAACT.CCCCTCCTCAACGCCAGGATGTAGACCATGATTTCTTCCTCCTCTT 
CAGTGTGGTAGATGAGAACCTCAGCTGGCATCTCAATGAGAACATTGCCACTTACTGCTCAGATCCTGCTTCAGT 
GGACAAAGAAGATGAGACATTTCAGGAGAGCAATAGGATGCATGCAATCAATGGCTTTGTTTTTGGGAATTTACC 
TGAGCTGAACATGTGTGCACAGAAACGTGTGGCCTGGCACTTGTTTGGCATGGGCAATGAAATTGATGTCCACAC 
AGCATTTTTCCATGGACAGATGCTGACTACCCGTGGACACCACACTGATGTGGCTAACATCTTTCCAGCCACCTT 
TGTGACTGCTGAGATGGTGCCCTGGGAACCTGGTACCTGGTTAATTAGCTGCCAAGTGAACAGTCACTTTCGAGA 
TGGCATGCAGGCACTCTACAAGGTCAAGTCTTGCTCCATGGCCCCTCCTGTGGACCTGCTCACAGGCAAAGTTCG 
ACAGTACTTCATTGAGGCCCATGAGATTCAATGGGACTATGGCCCGATGGGGCATGATGGGAGTACTGGGAAGAA 
TTTGAGAGAGCCAGGCAGTATCTCAGATAAGTTTTTCCAGAAGAGCTCCAGCCGAATTGGGGGCACTTACTGGAA 
AGTGCGATATGAAGCCTTTCAAGATGAGACATTCCAAGAGAAGATGCATTTGGAGGAAGATAGGCATCTTGGAAT 
CCTGGGGCCAGTGATCCGGGCTGAGGTGGGTGACACCATTCAGGTGGTCTTCTACAACCGTGCCTCCCAGCCATT 
CAGCATGCAGCCCCATGGGGTCTTTTATGAGAAAGACTATGAAGGCACTGTGTACAATGATGGCTCATCTTACCC 
TGGCTTGGTTGCCAAGCCCTTTGAGAAAGTAACATACCGCTGGACAGTCCCCCCTCATGCCGGTCCCACTGCTCA 
GGATCCTGCTTGTCTCACTTGGATGTACTTCTCTGCTGCAGATCCCATAAGAGACACAAATTCTGGCCTGGTGGG 
CCCGCTGCTGGTGTGCAGGGCTGGTGCCTTGGGTGCAGATGGCAAGCAGAAAGGGGTGGATAAAGAATTCTTTCT 
TCTCTTCACTGTGTTGGATGAGAACAAGAGCTGGTACAGCAATGCCAATCAAGCAGCTGCTATGTTGGATTTCCG 
ACTGCTTTCAGAGGATATTGAGGGCTTCCAAGACTCCAATCGGATGCATGCCATTAATGGGTTTCTGTTCTCTAA 
CCTGCCCAGGCTGGACATGTGCAAGGGTGACACAGTGGCCTGGCACCTGCTCGGCCTGGGCACAGAGACTGATGT 
GCATGGAGTCATGTTCCAGGGCAACACTGTGCAGCTTCAGGGCATGAGGAAGGGTGCAGCTATGCTCTTTCCTCA 
TACCTTTGTCATGGCCATCATGCAGCCTGACAACCTTGGGACATTTGAGATTTATTGCCAGGCAGGCAGCCATCG 
AGAAGCAGGGATGAGGGCAATCTATAATGTCTCCCAGTGTCCTGGCCACCAAGCCACCCCTCGCCAACGCTACCA 
AGCTGCAAGAATCTACTATATCATGGCAGAAGAAGTAGAGTGGGACTATTGCCCTGACCGGAGGTGGGAACGGGA 
ATGGCACAACCAGTCTGAGAAGGACAGTTATGGTTACATTTTCCTGAGCAACAAGGATGGGCTCCTGGGTTCCAG 
ATACAAGAAAGCTGTATTCAGGGAATACACTGATGGTACATTCAGGATCCCTCGGCCAAGGACTGGACCAGAAGA 
ACACTTGGGAATCTTGGGTCCACTTATCAAAGGTGAAGTTGGTGATATCCTGACTGTGGTATTCAAGAATAATGC 
CAGCCGCCCCTACTCTGTGCATGCTCATGGAGTGCTAGAATCTACTACTGTCTGGCCACTGGCTGCTGAGCCTGG 
TGAGGTGGTCACTTATCAGTGGAACATCCCAGAGAGGTCTGGCCCTGGGCCCAATGAGTCTGCTTGTGTTTCCTG 
GATCTATTATTCTGCAGTGGATCCCATCAAGGACATGTATAGTGGCCTGGTGGGGCCCTTGGCTATCTGCCAAAA 
GGGCATCCTGGAGCCCCATGGAGGACGGAGTGACATGGATCGGGAATTTGCATTGTTGTTCTTGATTTTTGATGA 
AAATAAGTCTTGGTATTTGGAGGAAAATGTGGCAACCCATGGGTCCCAGGATCCAGGCAGTATTAACCTACAGGA 
TGAAACTTTCTTGGAGAGCAATAAAATGCATGCAATCAATGGGAAACTCTATGCCAACCTTAGGGGTCTTACCAT 
GTACCAAGGAGAACGAGTGGCCT-GGTACATGCTGGCCATGGGCCAAGATGT-GGATCTACACACCATCCACTTTCA- 
TGCAGAGAGCTTCCTCTATCGGAATGGCGAGAACTACCGGGCAGATGTGGTGGATCTGTTCCCAGGGACTTTTGA 
GGTTGTGGAGATGGTGGCCAGCAACCCTGGGACATGGCTGATGCACTGCCATGTGACTGACCATGTCCATGCTGG 
CATGGAGACCCTCTTCACTGTTTTTTCTCGAACAGAACACTTAAGCCCTCTCACCGTCATCACCAAAGAGACTGA 
AAAAGTGCCCCCCAGAGACATTGAAGAAGGCAATGTGAAGATGCTGGGCATGCAGATCCCCATAAAGAATGTTGA 
GATGCTGGCCTCTGTTTTGGTTGCCATTAGTGTCACCCTTCTGCTCGTTGTTCTGGCTCTTGGTGGAGTGGTTTG 
GTACCAACATCGACAGAGAAAGCTACGACGCAATAGGAGGTCCATCCTGGATGACAGCTTCAAGCTTCTGTCTTT 
CAAACAGTAACATCTGGAGCCTGGAGATATCCTCAGGAAGCACATCTGTAGTGCACTCCCAGCAGGCCATGGACT 
AGTCACTAACCCCACACTCAAAGGGGCATGGGTGGTGGAGAAGCAGAAGGAGCAATCAAGCTTATCTGGATATTT 
CTTTCTTTATTTATTTTACATGGAAATAATATGATTTCACTTTTTCTTTAGTTTCTTTGCTCTACGTGGGCACCT 
GGCACTAAGGGAGTACCTTATTATCCTACATCGCAAATTTCmACAGCTACATTATATTTCCTTCTGACACTTGGA 
AGGTATTGAAATTTCTAGAAATGTATCCTTCTCACAAAGTAGAGACCAAGAGAAAAACTCATTGATTGGGTTTCT 
ACTTCTTTCAAGGACTCAGGAAATTTCACTTTGAACTGAGGCCAAGTGAGCTGTTAAGATAACCCACACTTAAAC 
TAAAGGCTAAGAATATAGGCTTGATGGGAAATTGAAGGTAGGCTGAGTATTGGGAATCCAAATTGAATTTTGATT 
CTCCTTGGCAGTGAACTACTTTGAAGAAGTGGTCAATGGGTTGTTGCTGCCATGAGCATGTACAACCTCTGGAGC 
TAGAAGCTCCTCAGGAAAGCCAGTTCTCCAAGTTCTTAACCTGTGGCACTGAAAGGAATGTTGAGTTACCTCTTC 
ATGTTTTAGACAGCAAACCCTATCCATTAAAGTACTTGTTAGACCAAAAAAAAAAAAA 
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FIGURE 234 



MWAMESGHLLWALLFMQSLWPQLTDGATRVYYLGIRDVQWNYAPKGRNVITNQPLDSDIVASS 
FLKSDKNRIGGTYKKTIYKEYKDDSYTDEVAQPAWLGFLGPVLQAEVGDVILIHLKNFATRPY 
TIHPHGVFYEKDSEGSLYPDGSSGPLKADDSVPPGGSHIYNWTIPEGHAPTDADPACLTWIYH 
SHVDAPRDIATGLIGPLITCKRGALDGNSPPQRQDVDHDFFLLFSVVDENLSWHLNENIATYC 
SDPASVDKEDETFQESNRMHAINGFVFGNtPELNMCAQKRVAWHLFGMGNEIDVHTAFFHGQM 
LTTRGHHTDVANIFPATFVTAEMVPWEPGTWLISCQVNSHFRDGMQALYKVKSCSiyiAPPVDLL 
TGKVRQYFIEAHEIQWDYGPMGHDGSTGKNLREPGSISDKFFQKSSSRIGGTYWKVRYEAFQD 
ETFQEKMHLEEDRHLGILGPVIRAEVGDTIQVVFYNRASQPFSMQPHGVFYEKDYEGTVYNDG 
SSYPGLVAKPFEKVTYRWTVPPHAGPTAQDPACLTWMYFSAADPIRDTNSGLVGPLLVCRAGA 
LGADGKQKGVDKEFFLLFTVLDENKSWYSNANQAAAiVILDFRLLSEDIEGFQDSNRMHAINGFL 
FSNLPRLDMCKGDTVAWHLLGLGTETDVHGVMFQGNTVQLQGMRKGAAMLFPHTFVMAIMQPD 
NLGTFEIYCQAGSHREAGMRAIYNVSQCPGHQATPRQRYQAARIYYIMAEEVEWDYCPDRSWE 
REWHNQSEKDSYGYIFLSNKDGLLGSRYKKAVFREYTDGTFRIPRPRTGPEEHLGILGPLIKG 
EVGDILTVVFKNNASRPYSVHAHGVLESTTVWPLAAEPGEWTYQWNIPERSGPGPNDSACVS 
WIYYSAVDPIKDMYSGLVGPLAICQKGILEPHGGRSDMDREFALLFLIFDENKSWYLEENVAT 
HGSQDPGSINLQDETFLESNKMHAINGKLYANLRGLTMYQGERVAWYMLAMGQDVDLHTIHFH 
AESFLYRNGENYRADVVDLFPGTFEVVEMVASNPGTWLMHCHVTDHVHAGiyiETLFTVFSRTEH 
LSPLTVITKETEKVPPRDIEEGNVKMLGMQIPIKNVEMLASVLVAISVTLLLVVLALGGVVWY 
QHRQRKLRRNRRSILDDSFKLLSFKQ 



Signal peptide : 

amino acids 1-21 
Transmembrane domain: 
amino acids 1109-1130 
N-glycosylation si'tes . 

amino acids 167-171, 239-243, 591-595, 717-721, 761-765, 832-836, 
876-880, 934-938 

Glycosaminoglycan a'ttiachment: site. 

amino acids 871-875 

Tyrosine kinase phosphorylation sites . : 

amino acids- 82-90, 137-145, 494-502, 513-521 
N-myristoylation sites. 

amino acids 212-218, 313-319, 498-504, 566-572, 672-678, 778-784, 
843-849 

Multicopper oxidases signature 1 . 

amino acids 344-365, 696-717, 1043-1064 
Multicopper oxidases signature 2 . 

amino acids 1048-1060 



wo 01/40466 



PCT/USOO/32678 



235/550 



FIGURE 235 

GGAAAGAGTGCTGGTACTACAACCAGGAAGTGACAGATAATGTGCTTTAAACTACATTAGAAAAGCTTCTCATAG 
CAAAACTGAGAGATTGAAGCAGTGATTATTTTTACATAGTTGTCATTAAATATTTGGAGCTCTGCTGTGCATAGA 
GATGGCAACATACTTAGAATACACAGCTTTCTGGGCCAGAAATTGATCTTCTGACTTTTGAGCCTTATCTGATTA 
CTGCTTGGTTCATCTTTATTTTGTTAAACTACTCTGTAGGCTGAAAGGGAGAGACTCTCCTTGGTTTGCAGAGCC 
TGACTAGACAGGAATTCTGGCAACTGCTCCAGCAGAACTATGGCACTGAGCTAGGTTTAAATGCTGAGGAG ATG G 
AAAACTTGTCACTGTCGATTGAGGATGTGCAGCCAAGAAGTCCAGGAAGAAGCAGCTTGGATGACTCTGGGGAGA 
GAGATGAAAAATTATCCAAGTCAATCAGTTTTACCAGTGAATCAATTAGTCGGGTTTCAGAAACAGAGTCATTCG 
ATGGAAATTCATCAAAAGGAGGATTAGGCAAAGAGGAGTCCCAAAATGAGAAACAGACCAAAAAGAGTCTCTTAC 
CAACTTTGGAAAAGAAGTTAACTAGAGTGCCATCAAAGTCACTGGACTTGAATAAAAATGAATATCTTTCTCTGG 
ACAAAAGCAGCACTTCAGATTCTGTTGATGAAGAAAATGTTCCTGAGAAAGATCTTCATGGAAGACTTTTTATCA 
ACCGTATTTTTCATATCAGTGCTGACAGAATGTTTGAATTGCTCTTTACCAGTTCACGCTTTATGCAGAAATTTG 
CCAGTTCTAGAAATATAATAGATGTAGTATCTACCCCTTGGACTGCAGAACTTGGAGGTGATCAGCTGAGAACGA 
TGACCTACACTATAGTCCTTAATAGTCCACTTACTGGAAAATGCACTGCTGCCACTGAAAAGCAGACACTGTATA 
AAGAAAGTCGGGAAGCACGATTTTATTTGGTAGATTCAGAAGTACTGACACATGATGTCCCCTACCATGATTACT 
TCTATACCGTGAACAGATACTGTATCATCCGATCTTCAAAACAGAAATGCAGGCTAAGAGTTTCCACAGATTTGA 
AATACAGAAAACAGCCATGGGGCCTTGTCAAATCTTTAATTGAAAAGAATTCCTGGAGTTCTTTGGAGGACTATT 
TCAAACAGCTTGAATCAGATTTGTTT^TTGAAGAATCTGTATTAAATCAGGCCATTGAAGACCCTGGAAAACTTA 
CTGGCCTACGAAGGAGAAGGCGAACCTTCAACCGAACAGCAGAAACAGTTCCTAAACTTTCCTCTCAGCATTCCT 
CTGGAGATGTGGGCTTAGGTGCCAAAGGGGATATTACAGGAAAGAAAAAGGAAATGGAAAACTATAACGTCACTC 
TTATTGTGGTAATGAGTATTTTTGTGTTGTTATTAGTTTTGTTGAATGTGACACTGTTTCTGAAGCTGTCAAAGA 
TAGAACATGCTGCTCAGTCCTTTTACCGTCTCCGCCTCCAAGAAGAGAAATCTTTAAATTTAGCCTCTGATATGG 
TGTCAAGAGCAGAAACTATTCAGAAGAATAAAGATCAGGCCCATCGTTTAAAGGGAGTGCTCCGAGACTCCATAG 
TGATGCTTGAACAGCTGAAGAGCTCACTCATTATGCTTCAGAAAACGTTTGATCTACTATU^TAAGAATAAGACTG 
GCATGGCTGTTGAAAGCTAGTGATCTGAAGGACTAAAACCGCAGAGATACTTGGAACTTAAAGAAAATACCTGGA 
AGAAAACCAGACGAATGAAGGATTTTGGCATAGAACATTTCTATGTTTTTTCATTATTGAGATTTCTAATATGAA 
CATTTCTTTCAGTAACATTTATTTGATAATTAGTTTCTGCTGGCCTTAATAATCCATCCTTTCACTTCTTATAGA 
TATTTTTAAGCTGTGAATTTCTTCAGTGAACCATGAAATATATTATAGAACTGAATTTCTCTGATACAAAAAGAA 
AATGACACACCCTGAATTGAGTGGTATGGTCTCATTTCTACAGTGAAGTCTGATGCTTTGTTAGCACAGAATCCG 
TACATGTCCAATAGGTCGCTTTTGTAACTGAGATAAGACCAAGAGGATAAACAGGACAATATAAGAAGAAACCTC 
TATGTCATTACTGATTTTAAAGGTTCTGTTTTCAGGCATATAACATTTCCAGGTTTGTGTACTGTAAAGATTATA 
ATGTCTTCATTTATTTAGCATGCAAATTTAATAGTCAAACTTTTTGAATCTGCATGTTGATGATGATTATCAGAA 
AGGGTCTTCTGCCATGCTGTATCTTTATGAAAGAAATAGTTGTTTTTTCTTAAGGTAACTATCAGAGGTGGGATT 
ATCTTGCCTCCTCACTTAGAATACCAACAGTCAAAAGGAAGAACCATCCTCTGAGTTTTAAAAACCAGAAGGTTA 
TGTTAAAATCTGGGCATTTAGTGACAGATCAAATGCATACTTGAACTAAGATTGGCTTCAGCTTAGCAGTCTTTC 
ATGGTGGAAGTGACACATCTGGTTGAAAATAATTTGTGTATTTTCAGTAACCATGTATGGCTTCCTTCTTTATGT 
ATGTGTGTGACTTGTTTTAATTGGTAAGTTATAAGCCAGACATAGATTTTAGCTCTTTAATAAAAACTTCAGGGG 
CACGTATGTCCCAGTACAAGTGTACTGACTATCAAGTTTTAACTCAGATGCAAGCTTTGGCTCTTTCATAAAAAG 
TTTTTATGCATATGTGTCTCCATACAAGTGGCTCATTAAAATAAGAACTTTGTAAACTGACTTAAAATCAGATAT 
TTTTTCAAGAGTTAGGGAAAGTTGAAGTGTTTTACTGTTTTGTCTCTTGAGCCCTTTCTCTGGGGAAAAAATACA 
TATCCATCTATCTATCTATATATAAACTGTGTATACATTCTTACTGTTTGAACAACTATTGCCTTTAATTAAATG 
TTTCATTTTTCTCCAGAGTCCCCAAAGCCACATGGCATTATTATAGTCATTTTTGAGATGCCTGTAGAGAATGAA 
AGTATTGAC-TCCGTTAGAGGGAAAATGGGTTTCT-GTGGGTGAATTCCAACGAAGCATACCTAGGGGTAACAGTGA 
ACCTACCTGGGTTTGTTTTGTTTTGGTAAGGATTTATGTAGTGTCTGGCTGTAAGCAAGAATGAGTGGATTATAA 
ACTTGAAGATTTCTCTGTTAAAGTCACAAAAATGATCGACAAACAATATTTTTGTGATGTTTATTTAAACGTTGT 
ATTTTATAACATACTTCAAGGAAGAGTATCGAAGTAAGTTGCTTTATAAATTAAGACTAAATTCGTATGGATGCA 
GAATTCAATTAATAAAATTTGAGCCTGTTACGTAAATTGAATATTAATAAAATTGAAAATTTCAAAA 
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FIGURE 236 

MENLSLSIEDVQPRSPGRSSLDDSGERDEKLSKSISFTSESISRVSETESFDGNSSKGGLGKE 
ESQNEKQTKKSLLPTLEKKLTRVPSKSLDLNKNEYLSLDKSSTSDSVDEENVPEKDLHGRLFI 
NRIFHISADRMFELLFTSSRFMQKFASSRNIIDWSTPWTAELGGDQLRTMTYTIVLNSPLTG 
KCTAATEKQTLYKESREARFYLVDSEVLTHDVPYHDYFYTVNRYCIIRSSKQKCRLRVSTDLK 
YRKQPWGLVKSLIEKNSWSSLEDYFKQLESDLLIEESVLNQAIEDPGKLTGLRRRRRTFNRTA 
ETVPKLSSQHSSGDVGLGAKGDITGKKKEMENYNVTLIVVMSIFVLLLVLLNVTLFLKLSKIE 
HAAQSFYRLRLQEEKSLNLASDMVSRAETIQKNKDQAHRLKGVLRDSIVMLEQLKSSLIiyiLQK 
TFDLLNKNKTGMAVES ; 

Transmeznbsrane domain : 

amino acids 352-371 

N-glycosylation sites. 

amino acids 3-7, 54-58, 312-316, 349-353, 367-371, 449-453 

cAMP- and cGMP-dependent protein kinase phosphorylation sites . 

amino acids 81-85, 307-311 

Tyrosine kinase phosphorylation sites* 

amino acids 202-211, 246-254, 341-349 

N-myristoylation site. 

amino acids 259-265 

Amidation site. 

amino acids 339-343 
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FIGURE 237 

CAGGGGCTGGAGGGCAGGGGAGGGGATGATGTCATTCCTGCTCGGCGCAATCCTGACCCTGCT 
CTGGGCGCCCACGGCTCAGGCTGAGGTTCTGCTGCAGCCTGACTTCAATGCTGAT^AAGTTCTC 
AGGCCTCTGGTACGTGGTCTCCATGGCATCTGACTGCAGGGTCTTCCTGGGCAAGAAGGACCA 
CCTGTCCATGTCCACCAGGGCCATCAGGCCCACAGAGGAGGGCGGCCTCCACGTCCACATGGA 
GTTCCCGGGGGCGGACGGCTGTAACCAGGTGGATGCCGAGTACCTGAAGGTGGGCTCCGAGGG 
ACACTTCAGAGTCCCGGCCTTGGGCTACCTGGACGTGCGCATCGTGGACACAGACTACAGCTC 
CTTCGCCGTCCTTTACATCTACAAGGAGCTGGAGGGGGCCCTCAGCACCATGGTGCAGCTCTA 
CAGCCGGACCCAGGATGTGAGTCCCCAGGCTCTGAAGTCCTTCCAGGACTTCTACCCGACCCT 
GGGGCTCCCCAAGGACATGATGGTCATGCTGCCCCAGTCAGATGCATGCAACCCTGAGAGCAA 
GGAGGCGCCCTGACACCTCCGGAGCCCCACCCCCGCCCTTCCCAGGTGGAGCCAAAGCAGCAG 
GCGCCTTTGCCCCTGGAGTCAAGACCCACAGCCCTCGGGGACCACCTGGAGTCTCTCCATCCT 
CCACCCCCCGCCTGTGGGATGCCTTGTGGGACGTCTCTTTCTATTCAATAAACAGATGCTGCA 
GCCTCA 



